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DESCRIPTION 

INDOLINONE COMBINATORIAL LIBRARIES AND RELATED PRODUCTS 
AND METHODS FOR THE TREATMENT OF DISEASE 

RELATED APPLICATIONS 
This application relates to U.S. patent 
applications Serial No. 60/031,586, filed December 5, 
1996, entitled "FLK Specific Indolinone Compounds and 
Related Products and Methods for the Treatment of 
Disease" by McMahon et al . (Lyon & Lyon Docket No. 
223/146); Serial No. 60/045,566, filed May 5, 1997, 
entitled "FLK Specific Indolinone Compounds and Related 
Products and Methods for the Treatment of Disease" by 
McMahon et al. (Lyon & Lyon Docket No. 225/148); Serial 
No. 60/032,546, filed December 5, 1996, entitled 
"HYDROSOLUBLE INDOLINE TYROSINE KINASE INHIBITORS" by 
McMahon et al. (Lyon & Lyon Docket No. 223/062) ; Serial 
No. 60/045,715, filed December 5, 1996, entitled 
« SUBSTITUTED 3 - [ ( TETRAHYDRO INDOLE - 2 - YL ) METHYLENE] - 2 - 
INDOLINONE AND 3 - [ (CYCLOPENTANO-b- PYRROL- 2 -YL) 
METHYLENE] -2 -INDOLINONE COMPOUNDS" by McMahon et al. 
(Lyon & Lyon Docket No. 225/145); Serial No. 60/031,588, 
filed December 5, 1996, entitled "5 -SUBSTITUTED 
INDOLINONE COMPOUNDS AS MODULATORS OF PROTEIN KINASE 
ACTIVITY" by McMahon et al. (Lyon & Lyon Docket No. 
223/061); Serial No. 60/045,714, filed May 5, 1997, 
entitled "5 -SUBSTITUTED INDOLINONE COMPOUNDS AS 
MODULATORS OF PROTEIN KINASE ACTIVITY" by McMahon et al. 



m 



2 227/111 

Patent 

(Lyon & Lyon Docket No. 225/146); Serial No. 60/032,547, 
filed December 5, 1996, entitled xx SUBSTITUTED 
3- [ (TETRAHYDRO INDOLE- 2 -YL) METHYLENE] -2- 
INDOLINONE AND 3- [ (CYCLOPENTANO-b -PYRROL- 2 -YL) 
5 METHYLENE] -2 -INDOLINONE COMPOUNDS" by McMahon et al . 

(Lyon & Lyon Docket No. 223/060); Serial No. 60/046,843, 
filed May 5, 1997, entitled "HYDROSOLUBLE INDOLINE 
TYROSINE KINASE INHIBITORS'' by McMahon et al . (Lyon & 
Lyon Docket No. 225/147); Serial No. 60/031,585, filed 
10 December 5, 1996, entitled ^SUBSTITUTED 

3- [ (INDOLE-3-YL) METHYLENE] -2- INDOLINONE COMPOUNDS" by 
McMahon et al. (Lyon & Lyon Docket No. 223/059); Serial 
No. 60/031,565, filed May 5, 1997, entitled "SUBSTITUTED 
3- [ ( INDOLE- 3 -YL) METHYLENE] - 2 - INDOLINONE COMPOUNDS" by 
15 McMahon et al . (Lyon & Lyon Docket No. 225/144) and this 
application also relates to U.S. patent application 
Serial No. 08/702,232, filed August 23, 1996, entitled 
"Indolinone Combinatorial Libraries and Related Products 
and Methods for the Treatment of Disease" by Tang et al . 
20 (Lyon & Lyon Docket No. 221/187) which is a 

continuation-in-part application of U.S. patent 
applications Serial Nos . 08/655,225, filed June 5, 1996, 
entitled "3- (2 ' Halobenzylidenyl) ^2-Indoline Compounds for 
the Treatment of Disease" by Tang et al. (Lyon & Lyon 
25 Docket No. 223/299); 08/655,226, filed June 5, 1996, 

entitled "3- (4' -Dimethylaminobenzylidenyl) -2-Indolinone 
and Analogues Thereof for the Treatment of Disease" by 
Tang et al. (Lyon & Lyon Docket No. 223/300); 
08/655,223, filed June 5, 1996, entitled 
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M 3-Heteroaryl-2-Indolinone Compounds for the Treatment of 
Disease" by Tang et al . (Lyon & Lyon Docket No. 223/301) ;. 
08/655,224, • filed June 5, 1996, entitled 
°3- (2' -Alkoxybenzylidenyl) -2-Indolinone and Analogues 
5 Thereof for the Treatment of Disease" by .Tang et al . 

(Lyon & Lyon Docket No. 223/302$, and, 08/659,191, filed 
June 5, 1996, entitled "3- (4'Bromobenzylindenyl) -2- 
Indolinone and Analogues Thereof for the Treatment of . 
Disease" by Tang et al . (Lyon & Lyon Docket No. 223/303), 
10 all of which are continuations-in-part of U.S. patent 
application Serial No. 08/485,323, filed June 7, 1995, 
entitled "Benzylidene-Z-Indoline Compounds for the 
Treatment of Disease" by Tang et al. (Lyon & Lyon Docket 
No. 223/298) all of which are incorporated herein by 
15 reference in their entirety, including any drawings . 

Introduction 

The present invention relates to novel compounds 
capable of modulating, regulating and/or inhibiting 
protein kinase signal transduction. The present invention 

20 is also directed to methods of regulating, modulating or 
inhibiting protein kinases, whether of the receptor or 
non-receptor class, for the prevention and/or treatment of 
disorders related to unregulated protein kinase signal 
transduction, including cell proliferative and metabolic 

25 disorders. 

^ar.Wnund of the Invention 
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The following description of the background of the 
invention is provided to aid in understanding the 
invention, but is not admitted to be or describe prior art . 
to the invention. 

Protein kinases and protein phosphatases regulate a 
wide variety of cellular processes including metabolism, 
cell proliferation, cell differentiation, and cell 
survival by participating in signal transduction pathways. 

Alterations in the cellular function of a protein kinase 
or protein phosphatase can give rise to various diseased 
states in an organism. For example, many types of cancer 
tumors are associated with increases in the activity of 
specific protein kinases. Cell and tissue degeneration 
can also be associated with decreases in the activity of 
particular protein kinases. 

Cellular signal transduction is a fundamental 
mechanism whereby extracellular stimuli are relayed to the 
interior of cells . One of the key biochemical mechanisms 
of signal transduction involves the reversible 
phosphorylation of proteins. Phosphorylation of amino 
acids regulates the activity of mature proteins by 
altering their structure and function. 

Phosphate most ofteii resides on the hydroxyl moiety 
of serine, threonine, or tyrosine amino acids in proteins. 
Enzymes that mediate phosphorylation of cellular effectors 
fall into two classes. While protein phosphatases 
hydrolyze phosphate moieties from phosphoryl protein 
substrates, protein kinases transfer a phosphate moiety 
from adenosine triphosphate to protein substrates. The 
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converse, functions of protein kinases and protein 
phosphatases balance and regulate the flow of signals in 
signal transduction processes . 

Protein kinases are divided into two groups 
5 receptor and non-receptor type proteins. Receptor protein 
kinases comprise an extracellular region, a transmembrane 
region, and an intracellular region. Part of the 

intracellular region of receptor protein kinases harbors 
a catalytic domain. While non-receptor protein kinases do 

10 not harbor extracellular or transmembrane regions, they do 
comprise a region similar to the intracellular regions of 
their receptor counterparts. 

Protein kinases are divided further into three 
classes based upon the amino acids they act upon. Some 

15 incorporate phosphate on serine or threonine only, some 
incorporate phosphate on tyrosine only, and . some 
incorporate phosphate on serine, threonine, and tyrosine. 

In an effort to discover novel treatments for 
diseases, biomedical researchers and chemists have 

20 designed, synthesized, and tested molecules that inhibit 
the function of protein kinases. Some small organic 
molecules form a class of compounds that modulate the 
function of pr.otein kinases. 

The compounds that can traverse cell membranes and 

25 are resistant to acid hydrolysis are potentially 
advantageous therapeutics as they can become highly 
bioavailable after being administered orally to patients. 
However, many of these protein kinase inhibitors only 
weakly inhibit the function of protein kinases. In 
•a 
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addition, many inhibit a variety of protein kinases and 
will therefore cause multiple side-effects as therapeutics 
for diseases • 

Some indolinone compounds, however, form classes of 
5 acid resistant and membrane permeable organic molecules 
that potently • inhibit only specific protein kinases. 
Indolinone synthesis, methods of testing the biological 
. activity of indolinones, and inhibition patterns of some 
indolinone derivatives are described in International 
10 Patent Publication No. WO96/4011S, published December 19 , 
1996 entitled u Benzylidene-Z- Indolinone Compounds for the 
Treatment of Disease" by Tang et al. (Lyon & Lyon Docket 
No. 223/298) and International Patent Publication No. WO 
96/22976, published August 1, 1996 by Ballinari et al . , 
15 both of which are incorporated herein by reference in 
their entirety, including any drawings. 

Despite the significant progress that has been made 
in developing indolinone based pharmaceuticals, there 
remains a need in the art to identify the particular 
20 structures and substitution patterns that cause inhibition 
of particular protein kinases and other specified 
biological activities. 

Summary of The Invention 

The present invention relates to organic molecules 
25 capable of modulating, regulating and/or inhibiting 
protein kinase signal transduction. Such compounds are 
useful for the treatment of diseases related to 
unregulated protein kinase signal transduction, including 
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cell proliferative diseases such as cancer, 
atherosclerosis, arthritis and restenosis and metabolic 
diseases such as diabetes. The protein kinases effected 
include, but are not limited to Flk, FGFR, PDGFR, and raf. 
5 The present invention features indolinone compounds 

that potently inhibit protein kinases and related products 
and methods. Inhibitors specific to the FLK protein 
kinase can be obtained by adding chemical substituents to 
the 3- [ (indole-3-yl) methylene] -2 -indolinone, in particular 

10 at the 1' position of the indole ring. Indolinone 
compounds that specifically inhibit the FLK and platelet 
derived growth factor protein kinases can harbor a 
tetrahydroindole or cyclopentano-b-'pyrrol moiety. 
Indolinone compounds that are modified with substituents, 

15 particularly at the 5 position of the oxindole ring, can 
effectively activate protein kinases. This invention also 
features novei hydrosoluble indolinone compounds that are 
tyrosine kinase inhibitors and related products and 
methods . 

20 The compounds of the invention, represent a new 

generation of potential therapeutics for diseases caused 
by one or more non-f unctional protein kinases. Neuro- 
degenerative diseases fall into this class of diseases, 
including/ but not limited to Parkinson's Disease and 

25 Alzheimers disease. The compounds can be modified such 
that they are specific to their target or targets and will 
subsequently cause few side effects and thus represent a 
new generation of potential cancer therapeutics. These 
properties are significant improvements over the currently 
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utilized cancer therapeutics that cause multiple side 
effects and deleteriously weaken patients. 

It is believed the compounds of the invention will 
minimize and obliterate solid tumors by specifically 
inhibiting the activity of the FLK protein kinase, or will 
at least modulate or inhibit tumor growth and/or 
metastases. The FLK protein kinase regulates 

proliferation of blood vessels during angiogenesis . 
Increased rates of angiogenesis accompany cancer tumor 
growth in cells as cancer tumors must be nourished by 
oxygenated blood during growth. Therefore, inhibition of 
the FLK protein kinase and the corresponding decreases in 
angiogenesis will starve tumors of nutrients and most 
likely obliterate them. 

While a precise understanding of the mechanism by 
which compounds inhibit PTKs (e.g., the fibroblast growth 
factor receptor 1 [FGFR1] ) is not required in order to 
practice the present invention, the compounds are believed 
to interact with the amino acids of the PTKs' catalytic 
region. PTKs typically possess a bi-lobate structure, and 
ATP appears to bind in the cleft between the two lobes in 
a region where the amino acids are conserved among PTKs; 
inhibitors of PTKs are believed to bind to the PTKs 
through non-covalent interactions such as hydrogen 
bonding, Van der Waals interactions, and ionic bonding, in 
the same general region that ATP binds to the PTKs. More 
specifically, it is thought that the oxindole component of 
the compounds of the present invention binds in the same 
general space occupied by the adenine ring of ATP. 



SSSD/55276. vOl 



• c ^ • 



227/111 
Patent 



10 



15 



20 



25 



Specificity of an indolinone PTK inhibitor for a 
particular PTK may be conferred by interactions between 
the constituents around the oxindole core with amino acid 
domains specific to individual PTKs . Thus, different 
indolinone substitutents may contribute to preferential' 
binding to particular PTKs. The ability to select those 
compounds active at different ATP (or other nucleotide) 
binding sites makes them useful in targeting any ; protein 
with such a site, not only protein tyrosine kinases, but 
also serine/threonine kinases and protein phosphatases. 
Thus, such compounds have utility for in vitro assays on 
such proteins and for in vivo therapeutic effect through 
such proteins. In one aspect the invention features a 
combinatorial library, of indolinone compounds. The 
library includes a series of at least ten (preferably at 
least 50-100, more preferably at least 100-500, and most 
preferably at least 500-5,000) indolinones that can be 
formed by reacting an oxindole compound with an aldehyde, 
in preferred embodiments the indolinones in the library 
can be formed by reacting a type A oxindole with a type B 
aldehyde. Type A oxindoles and type B aldehydes are shown 
in Figures 1 and 2 respectively (and Tables 11 and 12 
respectively), as explained in detail below. As can be 
seen, in the figures the oxindoles are labeled 01, 02, 03, 

and the aldehydes are named Al, A2 , A3, Thus, 

one can readily appreciate that the combinatorial library 
could include any and all combinations of oxindoles and 
aldehydes, including the indolinones resulting from 01 and 
Al, 01 and A2, 01 and A3, 02 and Al , 02 and A2, 02 and A3, 
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03 and Al, 03 and A2, 03 and A3 and so on. Similarly, the 
indolinones in the library can be formed by any 
combination of the oxindoles in Table 11 with any of the 
aldehydes listed in Figure 2 or Table 12. Finally, the 
5 . indolinones may also, of course, come from any combination 
of aldehydes listed in Table 12 with any oxindoles from 
Figure 1 or Table 11 . 

The term w combinatorial library'' refers to a series 
of compounds. In the present case, the combinatorial 

10 library contains a series of indolinone compounds that can 
be formed by reacting an oxindole and an aldehyde . A wide 
variety of oxindoles and aldehydes may be used to create 
the library of indolinones. 

The term ."indolinone" is used as that term is 

15 commonly understood in the art and includes a large 
subclass of substituted or unsubstituted compounds that 
are capable of being synthesized from an aldehyde moiety 
and an oxindol moiety, such as the compounds shown below. 
The term "type A oxindole" is meant to include any 

2 0 and all of the oxindoles set forth in Figure 1 and Table 
11. Oxindoles, as that term is used herein, typically 
have the structure set forth below: 
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(I) 

wherein, 

(a) A 17 A 2/ A 3/ and A< are independently carbon or 
nitrogen; 

(b) Rjl is hydrogen or alkyl; 

(c) R 2 is oxygen or sulfur; 

(d) R 3 is hydrogen; 

(e) R 4 , Rsr R ^ and R 7 (i) are each independently 
selected from the group consisting of hydrogen, alkyl, 
alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
trihalomethyl, S(0)R, S0 2 NRR' , S0 3 R, SR, N0 2 , NRR 1 , OH, CN, 
C(0)R, OC(0)R, NHC(0)R, (CH 2 ) n C0 2 R, and CONRR 1 or (ii) any 
two adjacent R 4 , R 5 , R 6 , and R 7 taken together form a fused 
ring with the aryl portion of the oxindole-based portion 
of the indolinone. 

It is to be understood that when A 1# A 2 , A 3/ and A4 is 
nitrogen or sulfur that the corresponding R 4 , R 5 , R 6 ; or R 7 
is nothing and that the corresponding bond shown in 
structure I does not exist. 

Examples of oxindoles having such fused rings (as 
described in (e) (ii) above) are shown in Fig. 1, 
compounds 044, 045, 047, 048, 050, 051, 052, 053, 055, 
056, 058, 059, 061, 062, 064, 066, 067, 069, 070, and 073. 
Other examples of suitable fused rings include the 
following: 



12 227/111 

Patent 




The six membered rings shown above also exemplify 
possible A rings in the structures II, III and IV, 
5 The term "type B aldehyde" includes any and all of 

the aldehydes set forth in Figure 2 and Table 11. The 
term "aldehyde" is used as is commonly understood in the 
art to include substituted and unsubstituted aldehydes of 
the structure RaCHO where can be a wide variety of 
10 . substituted or unsubstituted groups such as alkyl and 
aryl . 

In yet another aspect, the invention provides a 
method of synthesizing an indolinone by reacting a type A 
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oxindole with a type B aldehyde. The method of making the 
indolinones' of the present invention may involve creating 
a combinatorial library of compounds as described above, 
— — testring -each— compound- in -bi-oiogrcair assays- such- as - trho-se - 
5 described herein, selecting one or more suitable compounds 
and synthesizing the selected compound or compounds. 

Also featured is an indolinone compound having 
formula II or III: 
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wherein: 

(a) A x/ A* A* and A 4 are independently carbon or 
5 nitrogen; 

(b) R x is hydrogen or alkyl; 

(c) R 2 is oxygen or sulfur; 

(d) R 3 is hydrogen; 

(e) R 4 , R 5 , R 6 / and R 7 (i) are each independently 
10 selected from the group consisting of hydrogen, alkyl, 

alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
trihalomethyl, S(0)R, S0 2 NRR' , S0 3 R, SR, N0 2 , NRR 1 , OH, CN, 
C(0)R, 0C(0)R, NHC(0)R, (CH 2 ) n C0 2 R, and CONRR' or (ii) any 
two adjacent R 4# R 5/ R 6 / and R 7 taken together form a fused 
15 ring with the aryl ring of the oxindole -based portion of 
the indolinone; 

(f) R2 1 / R 3 f / R4 1 / R 5 f / and R 6 ' are each independently 
selected from the group consisting of hydrogen, alkyl, 

. alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
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trihalomethyl, S(0)R, S0 2 NRR' , S0 3 R, SR, N0 2 , NRR 1 , OH, CN, 
C(0)R ; OC(0)R, NHC (0) R, (CH 2 ) n C0 2 R / and CONRR 1 ; 
(g) n is 0, 1, 2, or 3; 

(^^_ R-i-s- hydrogen:— aikyl -or- aryl-r — — ~~ — 

(i) R 1 is hydrogen, alkyl or aryl; and 
(j) A is a five membered heteroaryl ring selected 
from the group consisting of thiophene, pyrrole, pyrazole, 
imidazole, 1, 2, 3-triazole, 1, 2 , 4-triazole, oxazole, 
isoxazole, thiazole, isothiazole, 2-sulf onylf uran, 4- 
alkylfuran, 1 , 2 , 3-oxadiazole, 1,2, 4 -oxadiazole, 1,2,5- 
oxadiazole , 1,3, 4 -oxadiazole , 1,2,3, 4 -oxatriazole , 

1,2,3,5 -oxatriazole , 1,2,3- thiadiazole , 1,2,4- thiadiazole , 
1,2, 5 - thiadiazole, ■ 1,3 , 4 -thiadiazole , 1,2,3,4- 
thiatriazole, 1,2,3', 5-thiatriazole, and tetrazole, 
optionally substituted at one or more positions with 
alkyl, alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, 
halogen, trihalomethyl, S(0)R, S0 2 NRR' , S0 3 R, SR, N0 2 , NRR 1 , 
OH, CN, C(0)R, OC(0)R, NHC(OjR, (CH 2 ) n C0 2 R or CONRR 1 . 

As used herein, the term "compound" is intended to 
include pharmaceutical^ acceptable salts, esters, amides, 
prodrugs, isomers and metabolites of the base compound. 

In preferred embodiments of structure III, the A 
substituent may be a five membered heterocycle of formula 
IV shown below: 

D-E 

X G % 

(IV) 
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wherein D, E, F, and G are nitrogen, carbon, or sulfur 
atoms. The specific juxtaposition of groups D-G is 
limited to examples of heterocyclic groups known in the 
-chemi-stry -arts , — such- as- the— fused rings- referred -to -abover - 
and all of which may be optionally substituted as 
described above in paragraph (j) . 

In preferred embodiments, the aryl ring. ( u the A 
ring") of the oxindole-derived portion of the indolinone 
(i.e., the ring shown in structures II and III with A x , A 2/ 
A 3 , and Aj has a polar substituent, preferably selected 
from the group consisting of NH 2 , COOH, S0 3 H, Br, Cl, I, F, 
COCH 2 CH 2 COOH, COCHaCl, piperazine, and Cq OI NIJ at the 4, 5, 
6, and 7 carbon atom positions (identified by substituents 
R 4/ R 5/ R 6/ and R 7 respectively in structures V and VI) , 
most preferably hydrophillic groups such as NH 2/ COOH, S0 3/ 
COCH 2 CH 2 COOH , piperazine and CH 2 CH 2 NH 2 . 

One approach to choosing target inhibitors of the 
FGFR (a protein kinase receptor linked to various 
disorders, such as Pfeiffer, Jackson-Weiss and Cruzon 
syndromes; dysplasias and hypochondroplasia; dwarfism; 
bone dysplasia; and developmental disorders involves 
selecting target compounds with a substituent on the A 
ring that mimics the triphosphate of ATP and thereby 
increases the affinity of target compounds for the active- 
site of the FGFR, Hydrophillic groups may act to mimic 
the triphosphate at ATP, and also to improve the 
solubility of the final inhibitor. Without being bound to 
any theory, it appears that the trans form of the 
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indolinones is generally a more favorable form for FGFR 
inhibitors . 

Amine-based substituents at positions 4, 5, and 6 at 
the A ring of structures II and III are a preferred class 
5 of substituents and an especially preferred class are 
amines of the structure: 

CH 3 

\ 
N 

,/ 

wherein R a is CO (CH 2 ) 2 COOH, aryl, alkyl, or contains COOH, 

OH, or NH 2 . These types of groups provide steric hindrance 
10 in order to force the isomer into a trans conformation 

which may be a favored property of FGFR inhibition and 

acts as a linker to a hydrophillic group. 

Another favored class of substituents on the aryl 

ring of structures II and III includes piperazine type 
15 substituents of the structure: 




wherein R b is preferably a negatively charged group, such 
as a negatively charged alkyl or acyl . 

Yet another preferred class of substituents for the 
20 aryl ring of structures II and III are C-COR groups of the 
formula: 



mo • 
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wherein R c is a hydrophilic or negatively charged group, 
preferably at the 5 and/or 6 positions of the A ring of 
structures IT and III/ such as amide, ester, CH 2 CH 2 COOH, 
5 CH 2 C1, or piperazine. Rc could also be linked to the aryl 
ring by a sp3 carbon or could be attached as 
Rc0 3 S- . 

Yet another preferred set of substituents on the aryl 
ring are fused heterocyclic rings which can be synthesized 

1.0 by acylation of the arylamine followed by alkylation of 
the heterocyclic ring systems. Examples of several such 
compounds are set forth in Figure 1, compounds 044, 045, 
047, 048, 050, 051, 052, 053, 055, 056, 058, 059, 0S1, 
062, 064, 066, 067, 069, 070, and 073. 

15 In another aspect, the invention features a 3- 

[ (indole-3-yl) methylene] -2-indolinone compound having a 
substituent at the l 1 position of the indole ring. The 
substituent at the 1' position of the indole ring is 
selected from the group consisting of 

20 (a) alkyl that is optionally substituted with a 

monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen; or trihalomethyl 
substituents; . 

25 (b) five, six, eight, nine, or ten membered 

monocyclic or bicyclic heterocyclic ring, where the ring 
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is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(c) an aldehyde or ketone of formula -C0-R12, where 
R12 is selected from the group consisting of hydrogen, 

5 alkyl, and a five or six membered heterocyclic ring; 

(d) a carboxylic acid of formula -(R 13 ) n -COOH or ester 
of formula - (R 14 ) m -COO-R 15 , where Ri 3# R 14 , and R 15 are 
independently selected from the. group consisting of alkyl 
and a five or six membered heterocyclic ring and m and n 

10 are independently 0 or 1; 

(e) a sulfone of formula - (S0 2 ) -Ri 6 / where R 16 is 
selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring, where the ring is 
optionally substituted with an alkyl moiety; 

15* (f ) - (Ri 7 )n- (indole-l-yl) or - (R 18 )m-CHOH- <R 19 )p- 

(indole-l-yl) , where the indol moiety is optionally 
substituted where R 17 , R 18 , and R 19 are alkyl, and where m, 
n, and p are independently 0 or 1; and 

(g) taken together with a 2 1 substituent of the 

20 indole ring forms a five or six membered heterocyclic 
ring. 

The term "alkyl" refers to a straight-chain, 
branched, or cyclic saturated aliphatic hydrocarbon. The 
alkyl group is preferably 1 to 10 carbons, more preferably 
25 a lower alkyl of from 1 to 7 carbons, and most preferably 
1 to 4 carbons. Typical alkyl groups include methyl, 
ethyl, propyl, isopropyl, butyl, isobutyl, tertiary butyl, 
pentyl, hexyl and the like. The alkyl group may be 
substituted and some typical alkyl substituents include 
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hydroxy 1, cyano, alkoxy, oxygen, sulfur, nitroxy, halogen, 
-N(CH 3 ) 2 / amino, and -SH. 

The term "methyl" refers to a saturated alkyl moiety 
of one carbon. The term "ethyl" refers to a saturated 
alkyl moiety of two carbons. The term "propyl" refers to 
a saturated alkyl moiety of three carbons. The term 
"butyl" refers to a saturated alkyl moiety of four 
carbons. The term "pentyl" refers to a saturated alkyl 
moiety of five carbons. 

The term "aryl" refers to an aromatic group which has 
at least one ring having a conjugated pi electron system 
and includes both carbocyclic aryl (e.g. phenyl) and 
heterocyclic aryl groups (e.g. pyridine) . Aryl moieties 
include monocyclic, bicyclic, and tricyclic rings, where 
each ring has preferably five or six members. The aryl 
moiety may be substituted and typical aryl substituents 
include halogen, trihalomethyl , hydroxyl, -SH, -OH, -N0 2 , 
amine, thioether, cyano, alkoxy, alkyl, and amino. 

The terms "heterocycle" or "heterocyclic" refer to 
compounds that form \ a ring and contain up to four hetero 
atoms, the remainder of the atoms forming the ring being 
carbon. Thus, for example, each ring in the structure can 
contain zero, one, two, three, or four nitrogen, oxygen, 
or sulfur atoms within the ring. The ring can preferably 
be saturated with hydrogen atoms, more preferably harbor 
one or more unsaturations, and most preferably contain an 
aryl conjugated pi electron system. The rings are 
preferably eleven, twelve, thirteen, or fourteen membered 
rings, more preferably eight, nine, or ten membered 
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rings, and most preferably five or six membered rings. 
Examples of such rings are furyl, thienyl, pyrrol, 
imidazolyl, indolyl, pyridinyl, thiadiazolyl, thiazolyl, 
piperazinyl, dibenzfuranyl, dibenzthienyl . The 
heterocyclic rings of the invention may be optionally 
substituted with one or more functional groups which are 
attached commonly to such rings, such as, e.g.., hydroxyl, 
bromo, fluoro, chloro, iodo, mercapto or thio, cyano, 
cyanoamido, alkylthio, heterocycle, aryl, heteroaryl, 
carboxyl, oxo, alkoxycarbonyl , alkyl, alkenyl, nitro, 
amino, alkoxyl, amido, and the like. Structures of some 
preferred heterocyclic rings are the fused rings that have 
been shown above. 

The term "aldehyde" refers to a chemical moiety with 
formula -(R) n -CHO, where R is selected from the group 
consisting Of alkyl or aryl and n is 0 or 1. 

The term "ketone" refers to a chemical moiety with 
formula - (R) n -CO-R' , where R and R' are selected from the 
group consisting of alkyl or aryl and n is 0 or 1. 

The term "carboxylic acid" refers to a chemical 
moiety with formula -(R) n -COOH, where R is selected from 
the group consisting of alkyl or aryl and n is 0 or 1. 

The term "ester" refers to a chemical moiety with 
formula -(R) n -COOR', where R and R' are independently 
selected from the group consisting of alkyl or aryl and n 
is 0 or l. 

The term "sulfone" refers to a chemical moiety with 
formula -S0 2 -R, where R is selected from the group 
consisting of alkyl or aryl. 
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The term "pharmaceutically acceptable salt" refers to 
a formulation of a compound that does not cause 
significant irritation to an organism - and does not 
abrogate the biological activity and properties of the 
5 compound. Pharmaceutical salts can be obtained by 

reacting a compound of the invention with inorganic acids 
such as hydrochloric acid, hydrobromic acid, sulfuric 
acid, nitric acid, phosphoric acid, methanesulf onic acid, 
. ethanesulf onic acid, p-tbluenesulf onic acid, salicylic 
10 acid and the like. 

The term "prodrug" refers to an agent that is 
converted into the parent drug in vivo. Prodrugs may be 
easier to administer than the . parent drug in some 
situations. For example, the prodrug may be bioavailable 
15 by oral administration but the parent is not, or the 
prodrug may improve solubility to allow for intravenous 
administration . 

A preferred embodiment of the invention relates to 
compound of the following formula, 
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(V) 

where (a) R x as is described above for the substituent at 
the I 1 position of the indole ring; 

(b) R 2/ R 3 # R 4 , Rs/ and R 6 are independently selected 
from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted 
with a monocyclic or bicyclic five, six, eight, nine, or 
ten membered heterocyclic ring, where the ring is 
optionally substituted with one or more halogen, or 
trihalomethyl substituents; 
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(iii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents ; 

(iv) a ketone of formula -CO-R 20 , where R 20 
is selected from the group consisting of hydrogen, alkyl, 
or a five or six membered heterocyclic ring 

(v) a carboxylic acid of formula -(R21)n- 
COOH or ester of formula - (R 22 ) -COO-R 23 , where R 21 , R 22 , and 
R 23 and are independently selected from the group 
consisting of alkyl or a five or six membered heterocyclic 
ring and m and n are independently 0 or 1; 

(vi) halogen; 

(vii) an alcohol of formula (R24)m-0H or an 
ether of formula - (R 24 ) n -0-R 2s , where R 24 and R 25 are 
independently selected from the group consisting of alkyl 
and a five or six membered heterocyclic ring and m and n 
are independently 0 or 1; 

(viii) -NR 26 R 27 , where R 2S and R 27 are 
independently selected from the group consisting' of 
hydrogen, oxygen, alkyl, and a five or six membered 
heterocyclic ring; 

(ix) -NHCOR 28 , where R 28 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 

(x) -SO 2 NR 29 R 30 , where R 29 and R 30 are 
selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; 
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(xi) any two of R 3 , R 4/ R 9 or R 6 taken 

together form a bicyclic or tricyclic moiety fused to the 
six membered ring of the indole, where each ring in the 
multicyclic moiety is a five or six membered heterocyclic 
ring; 

(c) R 7/ R 8 / R 9 , and R 10 are independently selected 
from the group consisting of, 

( i ) hydrogen ; 

(ii) alkyl that is optionally substituted 
with a monocyclic or bicyclic five, six, eight, nine, or 
ten membered heterocyclic ring, where the ring is 
optionally substituted with one or more halogen, aldehyde, 
or trihalomethyl substituents; 

(iii) five, six, eight, nine, or * ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

(iv) an aldehyde or ketone of formula -CO- 
R 31/ where R 31 is selected from the group consisting of 
hydrogen, alkyl, or a five or six membered heterocyclic 
ring; 

(v) a carboxylic acid of formula -(R32)n- 
COOH or ester of formula - (R 33 ) m -COO-R 34 , where R 32 , R 33 / and 
R 34 and are independently selected from the group 
consisting of alkyl or a five or six membered heterocyclic 
ring and n and m are independently 0 or 1; 

(vi) halogen; 

(vii) an alcohol of formula (R 35 ) TO -OH or an 
ether of formula - (R 35 ) n-0-R 36 , where R 3S and R 36 are 
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independently chosen from the group consisting of alkyl or 
a five or six membered heterocyclic ring and m and n are 
independently 0 or 1; 

(viii) -NR 37 R 3a , where R 3 *nd R a?£ 
independently selected from the group consisting of 
hydrogen, oxygen, alkyl, and a five or six membered 
heterocyclic ring; 

(ix) -NHCOR 39 , where R 39 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 

(x) -SO2NR 40 R 41 , where R 40 and R 41 are 
selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; 

(xi) any two of R 7 , R 8 , R 9 , or R 10 taken 
together form a bicyclic or tricyclic heterocyclic moiety 
fused to the six membered ring of the indole, where each 
ring in the multicyclic moiety is a five or six membered 
heterocyclic ring; and 

" (d) R xl is hydrogen or alkyl; 
provided that at least one of R x , R 2 # R 3 / R4/ R s/ R e/ R 8# 
R 9 , or R 10 is alkyl or provided that at least four of R x , 
R 2 , R 3 r R*/ R»# R e/ R 7/ R e/ R 9/ or R 10 are not hydrogen. 

In preferred embodiments of the invention as shown in 
structure V above, R x is preferably a lower alkyl, branched 
or unbranched, more preferably an unbranched lower alkyl 
(e.g-., ethyl, propyl, isopropyl, butyl, tertiary butyl, 
pentyl) , and most preferably a methyl moiety. 
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In other preferred embodiments one or more of R x , R 2/ 
R 3 , R 4 , Rs/ R** R 7/ Rai Ri# and R 10 of structure V are a 
heterocyclic ring. The heterocycle is preferably selected 
from the group consisting of five, six, eight, nine, ten, 
eleven, twelve, thirteen, and fourteen membered aryl or 
non-aryl rings. The heterocycles can be furyl, thienyl, 
pyrrol, imidazolyl, indolyl, pyridinyl, thiadiazolyl, 
thiazolyl , piperazinyl , dibenzf uranyl , dibenzthienyl , 

2 - aminothiazol - 4 -yl , 2 - amino - 5 - chlorothiazol - 4 -yl , 2 - 
amino- thiadiazol-4 -yl , 2, 3 - dioxopiper az iny 1 , 
4-alkylpiperazinyl , 2 -iodo-3 -dibenzf uranyl , and 

3 - hydroxy- 4 -dibenzthienyl. R 2 preferably is lower alkyl, 
more preferably methyl, or phenyl or biphenyl preferably 
mono- substituted with halogen. R 3 , R 4# R 5 and mono-R 
preferably are selected from the group consisting of 
hydrogen, unsubstituated lower alkyls, halogen, methoxy, 
carboncyclic and ether. . Rll is preferably hydrogen. 

In especially preferred embodiments of structure V, 
R x is methyl and R 2 , R 3 , R 4 , R S / R 6 / R?/ Ra/ ^sr Rio/ and R 1X 
are hydrogen, or R x and R 7 are methyl and R 2 , R 3 , R 4 , R 6 , R 9 , 
R 10 , and R 1X are hydrogen. Other especially preferred 
compounds are set forth in the tables and examples set 
forth herein. 

In another aspect, the invention features a method of 
synthesizing an indolinone compound, where the method 
comprises the steps of : 

(a) reacting an aldehyde of formula VI with an 
oxindol of formula VII, 
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O 



where R x , R 2/ R 3 , R 4 / R 5 / R?/ R s/ Rio# and R u are 

described herein; and 
5 (b) separating the indolinone compound from the 

aldehyde and oxindol react ants. 

The term "synthesizing" defines a method of combining • 
multiple compounds together and/or chemically modifying 
the compound(s) in a controlled' environment . A controlled 
10 environment preferably includes a glass vessel, a stirring 
rod or bar, a heating or cooling source, and specific 
organic solvents . 

The term "reacting" refers to . mixing two compounds 
together in a controlled environment. The compounds that 
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are mixed together and reacted with one another are termed 
"reactants" . 

The term "separating" describes methods of 
segregating compounds from one or more other compounds . 
Compounds can be separated from one another by using 
techniques known in the art which include, but are not 
limited to, column chromatography techniques and solvent 
phase separation techniques. 

In another aspect, the invention features optionally 
substituted 3- [ (tetrahydroindole-2-yl) methylene] -2- 

indolinone and 3 -[ (cyclopentano-b-pyrrol-2-yl) methylene] - 
2 - indolinone compounds . 

The term "optionally substituted" refers, . for 
example, to a benzene" ring that either harbors a hydrogen 
at a particular position or optionally harbors another 
substituent at that position. The term "optionally 
substituted" refers to other molecules in addition to 
benzene. A ring structure, for example can be N- 
substituted or C-substituted. 

The term "N-substituted" refers to a compound that 
harbors chemical substituents attached to a nitrogen atom 
in a ring of the indolinone. 

The term "C-substituted" refers to a compound that 
harbors chemical substituents attached to a carbon atom in 
the indolinone . 

The term "independently selected" refers to a 
molecule that harbors one substituent chosen from a group 
of substituents . 
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A preferred embodiment of the invention relates to an 
indolinone compound of the following formula, 



VIII 





5 



where (a) R x is selected from the group consisting of, 
(i) hydrogen; 



• Q % 



31 227/111 

Patent 

(ii) alkyl that is optionally substituted 
with a monocyclic or bicyclic five, six, eight, nine, or 
ten membered heterocyclic ring, where the ring is 
optionally substituted with one or more halogen, or 
trihalomethyl substituents; 

(iii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

(iv) ketone of formula -CO-R 11# where R X1 is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

(v) a carboxylic acid of formula -(Ri 2 )n"_ 
COOH or ester of formula - (R 13 ) ro -COO-R 14 , where R 12 , R 13 , and 
R 14 and are independently selected from the group 
consisting of alkyl or a five or six membered heterocyclic 
ring and n and m are independently 0 or 1; 

(vi) a sulfone of formula - (S02) -R 15 , where 
R 1S is selected from the group consisting of alkyl or a 
five or six membered heterocyclic ring, where the ring is 
optionally substituted with an alkyl moiety; 

(vii) - (Ris)n- (indole-l-yl) or - (R 17 ) m -CHOH- 
(R 18 )p- (indole-l-yl) , where the indole moiety is optionally 
substituted with an aldehyde and R 16 , R 17 , and R 18 are alkyl 
and n, m, and p are independently 0 or 1; 

(viii) taken together with a 2 1 substituent 
of the indole ring form a tricyclic moiety, where each 
ring in the tricyclic moiety is a five or six membered 
heterocyclic ring; 
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(b) R 2 , R 3 # ^3»/ R* R 4 » R 5 R 9« R , 6 and R ^re 
independently selected from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted 
5 with a monocyclic or bicyclic five, six, eight, nine, or 

ten membered heterocyclic ring, where the ring is 
optionally substituted with one or more halogen, aldehyde, 
or trihalomethyl substituents; 

(iii) five, six, eight, nine, or ten 
10 membered monocyclic or bicyclic heterocyclic ring, where 

the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

(iv) ketone of formula -CO-R 20 , where R 20 is 
selected from the group consisting of hydrogen, alkyl, or 

15 a five or six membered heterocyclic ring; 

(v) a carboxylic acid of formula -(R 2 i)„- 
COOH or ester of formula - (R 22 ) -COO-R 23 , where R 21 , R 22/ and 
R 23 and are independently selected from the group 
consisting of alkyl or a five or six membered heterocyclic 

20 ring and m and n are independently 0 or. 1; 

(vi) halogen; 

(vii) an alcohol of formula (R 24 ) m -OH or an ether 
of formula - (R 24 ) n -0-R 25 , where R 24 and R 25 are independently 
selected from the group consisting of alkyl and a five or 

25 six membered heterocyclic ring and m and n are 
independently 0 or 1; 

(viii) -NR 26 R ai where R 26 and R 27 are 
independently selected from the group consisting . of 
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hydrogen, oxygen, alkyl, and a five or six membered 
heterocyclic ring; 

(ix) -NHCOR 28 , where R 28 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate , or ester; 

(x) -SO2NR 29 R 30 , where R 29 and R 30 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 
a five or six membered heterocyclic ring; 

(xi) any two of R 3 , R 3 ., R<# R 4 <» Rs# Rs" or R *' 
taken together form a bicyclic or tricyclic hetercyclic 
moiety fused to the six membered ring of the indole, where 
each ring in the multicyclic moiety is a five or six 
membered heterocyclic ring; 

(c) R 7 , R 8 / R 9 » and R 10 are independently selected 
from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 
substituents; 

(iii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

(iv) ketone of formula -CO-R 31 , where R 31 is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 
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(v) a carboxylic acid of formula -(R 32 ) n - 
COOH or ester of formula - (R 33 ) m -COO-R 34/ where R 32 , R 33/ and 
R 34 and are independently selected from the group 
consisting of alkyl or a five or six membered heterocyclic 
ring and n and m are independently 0 or 1; 

(vi) halogen; 

(vii) an alcohol of formula (R 35 ) m -OH or an 
ether of formula - (R 35 ) n -0-R 36 , where R 3S and R 36 are 
independently chosen from the group consisting of alkyl or 
a five or six membered heterocyclic ring and m and n are 
independently 0 or 1; 

(viii) -NR 37 R 38 , where R 37 and R 38 are 
independently selected from the group consisting of 
hydrogen, oxygen, alkyl, and a five or six membered 
heterocyclic ring; 

(ix) -NHCOR 39 , where R 39 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 

(x) . -SO2NR 40 R 41 , where R 40 and R 41 are 
selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; 

(xi) any two of R 7 , R 8/ R 9 , or R 10 taken 
together form a bicyclic or tricyclic hetercyclic moiety 
fused to the six membered ring of the indole, where each 
ring in the multicyclic moiety is a five or six membered 
heterocyclic ring; and 

(d) .Rn is hydrogen or alkyl. 
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Another preferred embodiment of the invention relates 
to indolinone compounds of structures VI IT and IX, where 

Ri/ / K*5# Rs 1 ' ^*s* / ^-8/ ^9 » Rio/ and 

R X1 are hydrogen. 
5 In another preferred embodiment, the invention 

relates to oxidolinone compounds of structures VIII and 
IX, where R e is bromine, chlorine, or NH2 and R z R 2 R B 
R-3 • / R4 # R4 • / R5 / R5 • / K>6 / K-s 1 / * ^9 / ^10 / and are 
hydrogen. 

10 In yet another preferred, embodiment, the invention 

relates to indolinone compounds of structures VIII and IX, 
where R 7 is methyl and R x , R 2/ R 3 , R 3 ,, . R 4 , R 4i/ R 5/ R S(/ R 6/ 
R 6 ,, R 7/ R 9 , R 10 , and R X1 are hydrogen. 

In another aspect, the invention features a method of 
15 synthesizing an indolinone compound, where the method 
comprises the steps of : 

(a) reacting an aldehyde of formula X or XI with 
an oxindol of formula XII, 
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where , R2 # R3 , R3 ■ / R* / R< • # > R5 • / ^6/ R^ * / R7 * * Rio * 

and R X1 are described herein; and 
5 (b) separating the indolinone compound from the 

aldehyde and oxindole reactants. 

In another aspect, the invention features an 
indolinone compound having a substituent at the 5 position 
of the oxindole ring, where the substituent at the 5 
10 position of the oxindole ring is selected from the group 
consisting of: 

(a) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 

15 substituted with one or more halogen, or trihalomethyl 
substituents ; 

(b) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 
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is optionally substituted with one or more halogen or 
trihalomethyl substituents ; 

(c) a ketone of formula -CO-R 10 , where R 10 is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

(d) a carboxylic acid of formula -(R^n-COOH or 
ester of formula - (R 12 ) -COO-R 13 , where R 11# R 12 , and R 13 and 
are independently selected from the group consisting of 
alkyl or a five or six membered heterocyclic ring and m 
and n are independently 0 or 1; 

(e) halogen; 

(f) an alcohol of formula (R 14 ) m -OH or an ether 
of formula - (R 14 ) n-G>-R 15 , where R 14 and R 15 are independently 
selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are 
independently 0 or 1; 

(g) -NR 16 R 17 , where R 16 and R 17 are independently 
selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(h) -NHCOR 18/ where R 18 is selected from the 
group consisting of alkyl, and a five or six membered 
heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 

(i) -SO 2 NR 19 R 20 , where R 19 and R 20 are selected 
from the group consisting of hydrogen, alkyl, and a five 
or six membered heterocyclic ring; 

(j) any two of R 4/ R 5 , R<>, or R 7 taken together 
form a bicyclic or tricyclic hetercyclic moiety fused to 
the six membered ring of the indole, where each ring in 
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the multicyclic moiety is a five or six membered 
heterocyclic ring. 

A preferred embodiment of the invention relates to a 
compound of the following formula, 



5 




(XIII) 

where (a) R s is selected from the group consisting of, 

(i) alkyl that is optionally substituted 
with a monocyclic or bicyclic five, six, eight, nine, or 
ten membered heterocyclic ring, where the ring is 
optionally substituted with one or more halogen, or 
trihalomethyl substituents ; 

(ii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

(iii) a ketone of formula -CO-R 10 , where R 10 
is selected from the group consisting of hydrogen, alkyl, 
or a five or six membered heterocyclic ring; 

(iv) a carboxylic acid of formula -(Ru)n- 
COOH or ester of formula - (R 12 ) -COO-R 13 , where R 1]L , R x2 / and 
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R 13 and are independently selected from the group 
consisting of alkyl or a five or six membered heterocyclic 
ring and m and n are independently 0 or 1; 

(v) halogen; 

(vi) an alcohol of formula (R 14 ) m -OH or an 
ether of formula - (R 14 ) n -0-R 15/ where R 14 and R 1S are 
independently selected from the group consisting of alkyl 
and a five or six membered heterocyclic ring and m and n 
are independently 0 or 1; 

(vii) -NR 16 R 17/ where R 16 and R x7 are 
independently selected from the group consisting of 
hydrogen, alkyl, and a five or six membered heterocyclic 
ring; 

(viii) -NHCOR 18 , where R 18 is selected from the 
group consisting of alkyl, and a five or six membered 
heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 

(ix) -SO 2 NR 19 R 20 , where R 19 and R 20 are 
selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(x) any two of R 4 , R 5 # R 6 # or R 7 taken 
together form a bicyclic or tricyclic hetercyclic moiety 
fused to the six membered ring of the oxindole, where each 
ring in the multicyclic moiety is a five or six membered 
heterocyclic ring; 

(b) R x is selected from the group consisting of a 
five, six, eight, nine, and ten membered monocyclic or 
bicyclic heterocyclic ring, where the ring is optionally 
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substituted with one or more substituents selected from 
the group consisting of 

(i) hydrogen and alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 

5 eight, nine, or ten metnbered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 
or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 

10 the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

(iii.) a ketone of formula -C0-R 21 , where R 21 

is selected from the group consisting of hydrogen, alkyl, 
or a five or six membered heterocyclic ring; 

15 (iv) a carboxylic acid of formula -(R 22 )„- 

COOH or ester of formula - (R 23 ) -COO-R 24 , where R 22 , R 23 , and 
R 24 and are independently selected from the group 
consisting of alkyl or a five or six membered heterocyclic 
ring and m and n are independently 0 or 1; 

2 0 (v) halogen; 

(vi) an alcohol of formula (R 25 )m-OH or an 
ether of formula - (R 2 s) n~°- R 26 / where R 25 and R 26 are 
independently selected from the group consisting of alkyl 
and a five or six membered heterocyclic ring and m and n 

25 are independently 0 or 1; 

(vii) -NR 27 R 28 , where R 27 and R ^re 
independently selected from the group consisting of 
hydrogen, alkyl, and a five or six membered heterocyclic 
ring; 
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(viii) -NHCOR 29 , where R^ is selected from the 
group consisting of alkyl, and a five or six membered 
heterocyclic ring, where the ring is optionally 

s-u^fei-teted ^wife4i -alkyl— -halogen, — ea-rboxylatr e, o r e s ter; 

5 (ix) -SO 2 NR 30 R 31 , where R 30 and R 31 are 

selected from the group consisting of. hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(c) R4, R 6 , and R 7 are independently selected from the 
group consisting of, 

10 (i) hydrogen and alkyl that is optionally 

substituted with a monocyclic or bicyclic five, six, 
eight, nine, or ten membered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 
or trihalomethyl substituents ; 

15 (ii) five, six, eight, nine, or ten 

membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 

(iii) a ketone of formula -CO-R 32 , where R 32 
20 is selected from the group consisting of hydrogen, alkyl, 

or a five or six membered heterocyclic ring; 

(iv) a carboxylic acid of formula -(R 33 )n- 
COOH or ester of formula - (R 34 ) -COO-R 35 , where R 33 , R 34 , and 
R 35 and are independently selected from the group 

25 consisting of alkyl or a five or six membered heterocyclic 
ring and m and n are independently 0 or 1; 

(v) halogen; 

(vi) an alcohol of formula (R 36 )m-OH or an 
ether of formula - (R 36 ) n ~0-R 37 , where R 36 and R 37 are 
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independently selected from the group consisting of alkyl 
and a five or six membered heterocyclic ring and m and n 
are independently 0 or 1; 

(-vii-} " NR 3a R ^97 wh«s?e — -R^ and R39 are- - 

independently selected from the group consisting of 
hydrogen, alkyl, and a five or six membered heterocyclic 
ring; 

(viii) -NHCOR 40 , where is selected from the 
group, consisting of alkyl, and a five or six membered 
heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 

(ix) -S0 2 NR 41 R 42 , where R 41 and R 42 are 
selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; and 

(d) R 2 is hydrogen or alkyl. 

In preferred embodiments of the invention shown in 
structure XIII above one or more of R x , R 4 , R s , R 6 , or R 7 
are a heterocyclic ring. Preferred heterocycles of the 
invention are described herein. 

Another preferred embodiment of the invention shown 
in structure XIII above is an indolinone compound, where 
R x is (3, 5-dimethylpyrrol) -2-yl, R 5 is -COOH, and R 2 , R 4 , 
R 6 , and R 7 are hydrogen . 

Another preferred embodiment of the invention shown 
in structure XIII above is an indolinone compound, where 
R x is (3,5-diethylpyrrol) -2-yl, R 5 is -COOH, and R 2 , R*, R 6# 
and R 7 are hydrogen. 

Another preferred embodiment of the invention shown 
in structure XIII above is an indolinone compound, where 
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R x is (3, 5-diisopropylpyrrol) -2-yl, Rs is -COOH, and ^ , ^ , 
R 6/ and R 7 are hydrogen. 

Another preferred embodiment of the invention shown 

— j rn -- s ^- r ^ € . fc UrQ ^i-i-X-^afeeve— i-s-^n -i^deiinene— compound 7 — whe ^e- 

5 R x is (3,5-dimethylpyrrol) -2-yl, R s is -(CH 2 ) 2 COOH, and R 2 , 
R 4/ R 6/ and R 7 are hydrogen. 

Another preferred embodiment of the invention shown 
in structure XIII above is an indolinone compound, where 
R x is (5-methylthiophene) -2-yl, R s is -COOH, and R 2 , R«, R 6/ 
10 and R 7 are hydrogen. 



comprises the steps of: 

(a) reacting an aldehyde of formula XIV with an 
15 oxindole of formula XV, 



In another aspect, the invention features a method of 
synthesizing an indolinone compound, where the method 



XIV 




o 



XV 




o 



where R lt R2/ R3/ Rs/ Re. R7/ R-8/ R91 ^: 

described herein; and 



•xo / 



and R 



•11 



are as 
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(b) separating the indolinone compound from the 
aldehyde and oxindole reactants. 

In another aspect, the invention features an 
-indo 1 inone— e ompound: -havi^ig--a--s ubstri tuent ~a t Lhe ~ -3~po-s i t±orr ~ 
of the oxindole ring, where the substituent at the 3 
position of the oxindole ring is selected from the group 
consisting of f ive-membered or six-membered heterocyclic 
rings . The oxindolonine is further substituted with 
groups enhancing hydrosolubility as set forth below. 

A preferred embodiment of the invention relates to a 
compound of the following formula: 




wherein 

(a) A is a five membered heterocyclic ring selected 
from the following group consisting of thiophene, pyrrole, 
pyrazole, imidazole, 1, 2 , 3-triazole, 1,2,4-triazole, 
oxazole, isoxazole / thiazole, isothiazole, furan, 1,2,3- 
oxadiazole , 1,2,4- oxadiazole , 1/2,5 -oxadiazole , 1,3,4- 
oxadiazole, 1, 2 , 3 , 4-oxatriazole, 1/2,3 , 5-oxatriazole, 
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1,2,3 -thiadiazole , 1,2, 4 - thiadiazole , 1,2,5- thiadiazole , 
1,3, 4 -thiadiazole, 1, 2 , 3 , 4-thiatriazole, 1,2,3,5- 

thiatriazole, and tetrazole 

- (b) m is zp.rcx, — 1 , or- -2-; 

(c) Rx is hydrogen, Ci-Cs alkyl or C 2 -C 6 alkanoyl; 

(d) one of R 2 and R 3 independently is hydrogen and the 
other is a substituent selected from: 

(1) a Ci-Cg alkyl group substituted by 1, 2 or 3 
hydroxy groups; 

(2) S0 3 R 4 in which R 4 is hydrogen or C^Cg alkyl 
unsubstituted or substituted by 1, 2 or 3 hydroxy groups; 

(3) S0 2 NHR 5 in which R 5 is as R 4 defined above or 
a - (CHaK-NtCi-Ce alkyl) 2 group in which n is 2 or 3 ; 

(4) COOR 6 in which R 6 is C x -C 6 alkyl unsubstituted 
or substituted by phenyl or by 1, 2 or 3 hydroxy groups or 
phenyl ; 

(5) CONHR 7 in which R 7 is hydrogen, phenyl or C x - 
C 6 alkyl substituted by 1, 2 or 3 hydroxy groups or by 
phenyl ; 

(6) NHS0 2 R 8 in which R 8 is C^C 6 alkyl or phenyl 
unsubstituted or substituted by halogen or by C x -C^ alkyl; 

(7) N(Rc,) 2/ NHR 9 or OR 9 wherein R 9 is C 2 -C 6 alkyl 
substituted by 1, 2 or 3 hydroxy groups; 

(8) NHCOR 10/ OOCR 10 or CH 2 OOCR 10 in which R 10 is C x - 
C 6 alkyl substituted by 1, 2 or 3 hydroxy groups; 

(9) NHCONH 2 ; NH-C (NH 2 ) =NH; C(NH 2 )=NH; 
CH 2 NHC(NH 2 )=NH; CH 2 NH 2 ; OPO(OH) 2 ; CH 2 OPO(OH) 2 ; PO(OH) 2 ; or a 



XN Z 
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group wherein X is selected from the group consisting of 
CH 2 , S0 2 , CO, or NHCO(CH 2 ) p in which p is 1,2, or 3 and Z is 
CH2, 0 or N-R u in which R 1X is hydrogen or is as R 9 

.defined aboYe^. , 

The term "alkanoyl" refers to a chemical moiety with 
formula -(R) n -CO-R', where R and R' are selected from the 
group consisting of alkyl or aryl and n is 0 or 1. 

Inhibitors of protein kinase catalytic activity are 
known in the art. Small molecule inhibitors typically 
block the binding of substrates by tightly interacting 
with the protein kinase active-site. Indolinone 
compounds, for example, can bind to the active-site of a 
protein kinase and inhibit the molecule effectively, as 
measured by inhibition constants on the order of 10" 6 M. 

A preferred embodiment of the invention relates to an 
hydrosoluble indolinone compound that inhibits the 
catalytic activity of a FLK protein kinase. The 
indolinone preferably inhibits the catalytic activity of 
the FLK protein kinase with an IC 50 less than 50 /iM, more 
preferably with an IC S0 less than 5 /iM, and most preferably 
with an IC 50 less than 0.5 jiM. 

In another aspect, the invention features a method of 
synthesizing a hydrosoluble indolinone compound, where the 
method comprises the steps of : 

(a) reacting an aldehyde of formula XVI with an 
oxindole of formula XVII, 



• o • 




XVI 




XVII 

5 where 

(a) A is a five or six membered ring comprised of 
atoms selected from the group consisting of oxygen, 
carbon, sulfer and nitrogen 

(b) m is zero, 1, or 2; 

10 (c) R x is hydrogen, C^-Ce alkyl or C 2 -C 6 alkanoyl; 

(d) one of R 2 and R 3 independently is hydrogen and the 
other is a substituent selected from: 

(1) a C x -C 6 alkyl group substituted by 1, 2 or 3 
hydroxy groups; 
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(2) S0 3 R 4 in which R 4 is hydrogen or C^-Cg alkyl 
unsubstituted or substituted by 1, 2 or 3 hydroxy groups; 

(3) S0 2 NHR 5 in which R 5 is as R4 defined above or 
a (-GH 2 ) n - N (C x -C 6 -alkyl-4-y- group -in-whieh-n— is 2 or 3-; 

5 (4) COOR 6 in which R 6 is C^-Cg alkyl unsubstituted 

or substituted by phenyl or by 1, 2 or 3 hydroxy groups or 
phenyl ; 

(5) CONHR 7 in which R 7 is hydrogen, phenyl or C±- 
C 6 alkyl substituted by 1, 2 or 3 hydroxy groups or by 

10 phenyl; 

(6) NHS0 2 R 8 in which R 8 is C x -C 6 alkyl or phenyl 
unsubstituted or substituted by halogen or by C!-C 4 alkyl; 

(7) N(Rj) 2/ NHR 9 or OR 9 wherein R 9 is C 2 -C 6 alkyl 
substituted by 1, 2 or 3 hydroxy groups; 

15 (8) NHCOR 10 , OOCR 10 or CH 2 OOCR 10 in which R 10 is C x - 

C 6 alkyl substituted by 1, 2 or 3 hydroxy groups; 

(9) NHCONH 2 ; NH-C(NH 2 ) =NH; C(NH)=NH; 

CH 2 NHC(NH 2 )=NH; CH 2 NH 2 ; OPO(OH) 2 ; CH 2 OPO(OH) 2 ; PO(OH) 2 ; or a 




2 0 group wherein X is selected from the group consisting of 
CH 2 , S0 2/ CO, or NHC0(CH 2 ) p in which p is 1,2, or 3 and Z is 
CH2, O or N-R X1 in which R lx is hydrogen or is as R 9 
defined above; and 

(b) separating the indolinone . compound from the 
25 aldehyde and oxindole reactants. 

Another aspect of the invention features a 
pharmaceutical composition comprising an oxidolinone 



• G . • 
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compound of the invention and a physiologically acceptable 
carrier or diluent. 

In the embodiments set forth below, several preferred 
subclasses of compounds having activity against Flk are 
5 set forth. Thus, in one embodiment, the invention 
provides compounds having the formula: 




wherein 

R x is hydrogen or alkyl (preferably lower alkyl, more 
preferably methyl) ; 

R 2 is oxygen or sulfur; 
R 3 is hydrogen or methyl; 

R 4/ Rs/ R«/ and R 7 are each independently selected from 
the group consisting of hydrogen (preferably at least two 
or three of R 4 , R 5 , R 6 and R 7 are hydrogen) , alkyl 
(preferably lower alkyl, more preferably methyl) , halogen, 
N0 2 , and NRR 1 ; 



10 
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R 2 ./ R 3 »/ Rs«/ and R 6» are each independently 

selected from the group consisting of hydrogen, alkyl, 
halogen, N0 2 , NRR 1 (where taken together NRR 1 may form a 
. five or six member non-aromatic heterocyc optionally 
5 substituted with . COH) , OH, ORNRR 1 , and OR; 

R is hydrogen, alkyl or aryl; and 
R' is hydrogen, alkyl or aryl. 

In another embodiment, the invention provides 
compounds having the formula: 




wherein 

R x is hydrogen or alkyl (preferably lower alkyl , more 
preferably methyl) ; 

R 2 is oxygen or sulfer; 
15 R 3 is hydrogen or methyl; 

R 4 ,,R 5 , R6# and R 7 are each independently selected from 
the group consisting of hydrogen, alkyl (preferably lower 
alkyl, more preferably methyl) , halogen, and NRR 1 ; 
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R 2 .# Raw R4»/ and R s'/ are each independently selected 
from the group consisting of hydrogen, alkyl, halogen, and 

( alkyl ) n C0 2 R; 

R is hydrogen,- alkyl or arylf and 
R' is hydrogen, alkyl or aryl. 

In another embodiment, the invention provides 
compounds having the formula: 




wherein 

R 1# R 2 , and R 3 , are each independently selected from 
the group consisting of hydrogen, alkyl, halogen, and 
( alkyl ) n C0 2 R; 

R*, R 5 , R«, and Rj are each independently selected from 
the group consisting of hydrogen, alkyl (preferably lower 
alkyl, more preferably methyl), halogen, and NRR' ; 

R 8 and R 9 are independently hydrogen or alkyl; 

R is hydrogen, alkyl or aryl; and 

R' is hydrogen, alkyl or aryl. 

In another embodiment, the invention provides 
compounds having the formula : 
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(XVIII) 

wherein 

R x ., R 2 ., R 3 «, R4. and R 7 are each independently selected 
from the group consisting of hydrogen, alkyl (preferably 
lower alkyl, more preferably methyl) , halogen and NRR 1 ; 

R a and R 9 are independently hydrogen or alkyl; 

R is hydrogen, alkyl or aryl; and 

R 1 is hydrogen, alkyl or aryl. 

In another aspect, the invention features a method of 
synthesizing an indolinone compound, where the method 
comprises the steps of: 

(a) reacting an appropriate aldehyde with an 
appropriate oxindole, 

(b) separating the indolinone compound from the 
aldehyde and oxindole react ants . 

In another aspect, the . invention features an 
indolinone compound, salt, ester, amide, prodrug, isomer, 
or metabolite thereof that modulates the catalytic 
activity of a protein kinase. 
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The term "modulates" refers to the ability of a 
compound to alters the catalytic activity of a protein 
kinase. A modulator preferably activates the catalytic 
-activity of a protein kinase, more preferably activates or 
inhibits the catalytic activity of a protein kinase 
depending on the concentration of the compound exposed to 
the protein kinase, or most preferably inhibits the 
catalytic activity of a protein kinase. 

The term "protein kinase" defines a class of proteins 
that regulate a variety of cellular functions. Protein 
kinases regulate cellular functions by reversibly 
phosphorylating protein substrates which thereby changes 
the conformation of the substrate protein. The 
conformational change- modulates catalytic activity of the 
substrate or its ability to interact with other binding 
partners . 

The term "catalytic activity" , in the context of the 
invention, defines the rate at which a protein kinase 
phosphorylates a substrate. Catalytic activity can be 
measured, for example, by determining the amount of a 
substrate converted to a product as a function of time. 
Phosphorylation of a substrate occurs at the active-site 
of a protein kinase. The active-site is normally a cavity 
in which the substrate binds to the protein kinase and is 
phosphorylated . 

A preferred embodiment of the invention relates to an 
indolinone compound that inhibits the catalytic activity 
of a FLIC protein kinase. The indolinone preferably 
inhibits the catalytic activity of the FLK protein kinase 
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with an IC50 less than 50 /iM, more preferably with an IC50 
less than 5 /iM, and most preferably with an IC50 less than 
0.5 /iM. 

The - term "FLK" refers" to a protein kinase that 
phosphorylates protein substrates on tyrosine residues. 
The FLK protein kinase regulates cellular functions in 
response to the VEGF growth factor. These, cellular 
functions include, but are not limited to, cellular 
proliferation, and in particular, blood vessel 
proliferation in tissues . 

The term "ICgo", in the context of the invention, 
refers to a parameter that describes the concentration of 
a particular indolinone required to inhibit 50% of the FLK 
protein kinase catalytic activity. The IC 50 parameter can 
be measured using an assay described herein and by varying 
the concentration of a particular indolinone compound. 

Another aspect of the invention features a 
pharmaceutical composition comprising, consisting 
essentially of, or consisting of an indolinone compound, 
salt, ester, amide, prodrug, isomer, or metabolite thereof 
of the invention and a physiologically acceptable carrier 
or diluent . 

The term "pharmaceutical composition" refers to a 
mixture of an indolinone compound of the invention with 
other chemical components, such as diluents or carriers. 
The pharmaceutical composition facilitates administration 
of the compound to an organism. Multiple techniques of 
administering a compound exist in the art including, but 
not limited to, oral, injection, aerosol, parenteral, and 
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topical administration. Pharmaceutical compositions can 
also be obtained by reacting compounds with inorganic 
acids such as hydrochloric acid, hydrobromic acid, 
sulfuric acid, nitric. acid, phosphoric acid,- 
methanesulf onic acid, ethanesulf onic acid, p- 
toluenesulf onic acid, salicylic acid and the like. 

The term "physiologically acceptable" defines a 
carrier or diluent that does not cause significant 
irritation to an organism and does not abrogate the 
biological activity and properties of the compound. 

The term "carrier" defines a chemical compound that 
facilitates the incorporation of a compound into cells or 
tissues. For example dimethyl sulfoxide (DMSO) is a 
commonly utilized carrier as it facilitates the uptake of 
many organic compounds into the cells or tissues of an 
organism. 

The term "diluent" defines chemical compounds diluted 
in water that will dissolve the compound of interest as 
well as stabilize the biologically active form of the 
compound. Salts dissolved in buffered solutions are 
utilized as diluents in the art. One commonly used 
buffered solution is phosphate buffered saline because it 
mimics the salt conditions of human blood. Since buffer 
salts can control the pH of a solution at low 
concentrations, a buffered diluent rarely modifies the 
biological activity of a compound. 

Another aspect of the invention features a method of 
preventing or treating an abnormal condition in an 
organism. The abnormal condition is associated with an 
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aberration in a signal transduction pathway characterized 
by an interaction between a protein kinase and a natural 
binding partner. The method comprises ' the following 
step's: (a) administering a 'compound of -the invention to an" 
organism; and (b) promoting or disrupting the abnormal 
interaction. 

The term "preventing" refers to a method of barring 
the organism from acquiring the abnormal condition. 

The term "treating" refers to a method of alleviating 
or abrogating the abnormal condition in the organism. 

The term "organism" relates to any living entity 
comprised of at least one cell. An organism can be as 
simple as. one eukaryotic cell or as complex as a mammal. 

The term "abnormal condition" refers to a function in 
the cells or tissues of an organism that deviates from 
their normal functions in that organism. An abnormal 
condition can relate to cell proliferation, cell 
differentiation, or cell survival. 

Aberrant cell proliferative conditions include 
cancers such as fibrotic and mesangial disorders, abnormal 
angiogenesis and yasculogenesis, wound healing, psoriasis, 
diabetes mellitus, and inflammation. 

Aberrant differentiation conditions include, but are 
not limited to . neurodegenerative disorders, slow wound 
healing rates, and tissue grafting techniques. 

Aberrant cell survival conditions relate to 
conditions in which programmed cell death (apoptosis) 
pathways are activated or abrogated. A number of protein 
kinases are associated with the apoptosis pathways. 
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Aberrations in the function of any one of the protein 
kinases could lead to cell immortality or premature cell 
death. 

Cell proliferation, differentiation, and survival are 
phenomena simply measured by methods in the art. These 
methods can involve observing the number of cells or the 
appearance of cells under a microscope with respect to 
time (days) . 

The term "administering" relates to a method of 
incorporating a compound into cells or tissues of an 
organism. The abnormal condition can be prevented or 
treated when the cells or tissues of the organism exist 
within the organism or outside of the organism. Cells 
existing outside the .organism can be maintained or grown 
in cell culture dishes . For cells harbored within the 
organism, many techniques exist in the art to administer 
compounds, including (but not limited to) oral, 
parenteral, dermal, injection, and aerosol applications. 
For cells outside of the organism, multiple techniques 
exist in the art to administer the compounds , including 
(but not limited to) cell microinjection techniques, 
transformation techniques, and carrier techniques. 

The aberrant condition can also be prevented or 
treated by administering a group of cells having an 
aberration in a signal transduction process to an 
organism. The effect of administering a compound on 
organism function can then be monitored. The art contains 
multiple methods of introducing a group of cells to an 
organism as well as methods of administering a compound to 
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an organism. The organism is preferably a frog, more 
preferably a mouse, rat, rabbit, guinea pig, or goat, and 
most preferably a monkey or ape. 

The term "signal transduction pathway" refers to the 
5 molecules that propagate an extracellular signal through 
the cell membrane to become an intracellular signal. This 
signal can then stimulate a cellular response. The 
polypeptide molecules involved in signal transduction 
processes are typically receptor and non-receptor protein 
10 kinases, receptor and non-receptor protein phosphatases, 
nucleotide exchange factors,, and transcription factors. 

The term "aberration" , in conjunction with a signal 
transduction process; refers to a protein kinase that is 

15 over- or under- expressed in an organism, mutated such that 
its catalytic activity is lower or higher than wild-type 
protein kinase activity, mutated such that it can no 
longer interact with a natural binding partner, is no 
longer modified by another protein kinase or protein 

2 0 phosphatase, or no longer interacts with a natural binding 
partner. 

The term "natural binding partner" refers to a 
polypeptide that normally binds to the intracellular 
region of a protein kinase in. a cell. These natural 
25 binding partners can play a role in propagating a signal 
in a protein kinase signal transduction process. The 
natural binding partner can bind to a protein kinase 
intracellular region with high affinity. High affinity 
represents an equilibrium binding constant on the order of 
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10" 6 M or less. However, a natural binding partner can 
also transiently interact with a protein kinase 
intracellular region and chemically modify it. Protein 
kinase natural binding partners are chosen from a group 
5 consisting of, but not limited to, src homology 2 (SH2) or 
3 (SH3) domains, other phosphoryl tyrosine binding (PTB) 
domains, and other protein kinases or,, protein 
phosphatases . 

The term "promoting or disrupting the abnormal 

10 interaction" refers to a method that can be accomplished 
by administering a compound of the invention to cells or 
tissues in an organism. • A compound can promote an 
interaction between a protein kinase and natural binding 
partners by forming favorable interactions with multiple 

15 amino acids at the complex interface. Alternatively, a 
compound can inhibit an interaction between a protein 
kinase and natural binding partners by compromising 
favorable interactions formed between amino acids at the 
complex interface . 

20 A preferred embodiment of the invention relates to 

the method of treating an abnormal condition in an 
organism, where the organism is a mammal. 

The term "mammal" refers preferably to such organisms 
as mice, rats, rabbits, guinea pigs, and goats, more 

25 preferably to monkeys and apes, and most preferably to 
humans . 

Another preferred embodiment of the invention relates 
to a method of treating or preventing an abnormal 
condition associated with the FLK protein kinase. 
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Another preferred embodiment of the invention relates 
to an indolinone compound that inhibits the catalytic 
activity of a platelet derived growth factor protein 
kinase. The indolinone preferably inhibits the catalytic 
5 activity of the platelet derived growth factor protein 
kinase with an IC 50 less than 50 /*M, more preferably with 
an IC 50 less than 5 /xM, and most preferably with an IC 50 
less than 0,5 /xM. 

The term "platelet derived growth factor" refers to 

10 -a protein kinase that phosphorylates substrates on 
tyrosine residues. The platelet derived growth factor 
protein kinase regulates cellular functions in response to 
the PDGF growth factor. These cellular functions include, 
but are not limited to, cellular proliferation. 

15 The chemical formulae referred herein may exhibit the 

phenomena of tautomerism or structural isomerism. For 
example, the compounds described herein may be adopt a cis 
or trans conformation about the double bond connecting the 
indolinone 3 -substituent to the indolinone ring, or may be 

20 mixtures of cis and trans isomers. As the formulae 
drawing within this specification can only represent one 
possible tautomeric or structural isomeric form, it should 
be understood that the invention encompasses any 
tautomeric or structural isomeric form, or mixtures 

25 thereof, which possesses the ability to regulate, inhibit 
and/or modulate tyrosine kinase signal transduction or 
cell proliferation and is not limited to any one 
tautomeric or structural isomeric form utilized within the 
formulae drawing. 



• o 



61 227/111 

Patent 

In addition to the above -described compounds, the 
invention is further directed, where applicable, to 
solvated as well as unsolvated forms of the compounds 
(e.g. hydrated forms) having the ability to regulate 
5 and/or modulate cell proliferation. 

The compounds described herein may be prepared by any 
process known to be applicable to the preparation of 
chemically-related compounds. Suitable processes are 
illustrated in the examples. Necessary starting materials 
10 may be obtained by standard procedures of organic 
chemistry. 

An individual compound's relevant activity and 
efficacy as an agent to affect receptor tyrosine kinase 
mediated signal transduction may be determined using 
15 available techniques. Preferentially, a compound is 
subjected to a series of screens to determine the 
compound's ability to modulate, regulate and/or inhibit 
cell proliferation. These screens, in the order in which 
they are conducted, include biochemical assays, cell 
20 growth assays and in vivo experiments. 

The summary of the invention described above is not 
limiting and other features and advantages of the 
invention will be apparent from the following detailed 
description of the invention, and from the claims. 



25 



Brief Dep rription of the Drawings and Tables 

Figure 1 shows illustrative type A oxindoles. 
Figure 2 shows illustrative type B aldehydes. 
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Table 1 depicts examples of compounds of the 
invention. The table illustrates the molecular structure 
of each indolinone, the molecular weight of the compound, 
and the chemical formula of the compound. 
5 Table 2 depicts the biological activity of select 

compounds of the invention. Listed are the chemical 
structure of the compound with IC S0 values measured in FLK- 
1 biological inhibition assays. 

Table 3 shows preferred indole based aldehydes that 
10 can be used in the present invention. 

Table 4 shows preferred oxindoles that can be used in 
the present invention. 

Table 5 depicts examples of compounds of the 
invention. The table- illustrates the molecular structure 
15 of each indolinone , the molecular weight of the compound, 
and the chemical formula of the compound. 

Tables 6 and 7 depicts the biological activity of 
select compounds of the invention. Listed are the 
chemical structure of the compound with IC S0 values 
20 measured in FLK-1 and platelet derived growth factor 
protein kinase (PDGFR) biological inhibition assays. 

Table 8 depicts examples of cpmpounds of the 
invention. The table illustrates the molecular structure 
of exemplary indolinones and the biological activity of 
25 select compounds of the invention. Listed are the 
chemical structure of the compound with IC S0 values 
measured in FLJC-1 biological inhibition assays. 

Table 9 lists exemplary compounds of the invention. 
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Table 10 shows FLK activity data for illustrative 
compounds of the invention. 

Table 11 shows type A oxindols. 

Tab le 1? shows type B __aJ d e h yd es^ 

5 Table 13 shows the names of several indolinone 

compounds of the present invention. 

Table 14 shows kinase data for the compounds listed 
in Table 13 as determined using the assays described 
herein. 

10 Detailed Description of the Invention 

The invention is directed in part towards 
designing protein kinase inhibitors that obliterate tumors 
by severing their sources of sustenance . The inhibitors 
are designed to specifically bind protein kinases over- 

15 expressed in the vasculature that supply tumors with 
sustenance. One such protein kinase target is FLK-1, 
which is over-expressed in the proliferating endothelial 
cells of a growing tumor, but not in the surrounding 
quiescent endothelial cells. Plate et al . , 1992, Nature 

20 355:845-848. 

is activated upon binding VEGF, a strong 
regulator for endothelial cell proliferation as well as 
normal and pathological angiogenesis . Klagsburn and 
Soker, 1993, Current Biology 3:699-702. Thus, compounds 
25 that specifically inhibit the FLK protein kinase are 
potential ant i -cancer agents as they may decrease the 
vasculature that nourishes tumors. These inhibitors will 
most likely result in minimizing and even obliterating 
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solid tumors. In addition, compounds that specifically 
inhibit - FLK will potentially represent a new generation of 
cancer therapeutics as they will most likely cause few 

&ide -e-f-#eot^ These—po-tenti a 1 p r op er-t xe-s — axe a welcome 

5 improvement over the currently utilized cancer 
therapeutics that cause multiple side effects and 
deleteriously weaken patients. 

Synthesi s of Indolinone Compounds 

The indolinone compounds of the invention are 

10 synthesized by reacting an aldehyde with an oxindol as 
shown in the examples provided herein. Descriptions of 
methods for synthesizing indolinone compounds are provided 
in the examples described herein. The examples fully 
describe the solvents, temperatures, separation 

15 techniques, and other conditions utilized for the 
invention. Other synthetic techniques, such as those 
described in International patent publications * WO 
96/22976, published August 1, 1996 by Ballinari et al., 
and WO 96/40116, published December 19, 1996 by Tang et 

20 al. may also be used or adapted by those skilled in the 
art to make the compounds of the present invention. 
Descriptions of the methods used to specifically 
synthesize the indolinone compounds of the invention, are 
disclosed herein. 

25 Biological Activity of Indolinone Compounds 

Indolinone compounds of the invention can be tested 
for their ability to activate or inhibit protein kinases 
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in biological assays. The methods used to measure 
indolinone modulation of protein kinase function are 
described herein. Indolinone compounds of the invention 
were tested for their ability to inhibit the FLK protein 
5 kinase. " The biological assay and results of these 
inhibition studies are reported herein. 

XarggJt; Diseases t o be Treated bv Indolinone Compounds 

Protein kinases are essential regulatory molecules 
that control a variety of cellular functions . For this 

10 reason, . any alteration in the function of a protein kinase 
can cause an abnormal condition in an organism. One of 
the many functions controlled by protein kinases is cell 
proliferation. 

Alterations in the function of a protein kinase that 

15 normally regulates cell proliferation can lead to enhanced 
or decreased cell proliferative conditions evident in 
certain diseases. Aberrant cell proliferative conditions 
include cancers such as. fibrotic and mesangial disorders, 
abnormal angiogenesis and vasculogenesis, wound healing, 

20 psoriasis, restenosis, diabetes mellitus, and 
inflammation. 

Fibrotic disorders and mesangial cell proliferative 
disorders are described in International Patent 
Publication No. WO 96/40116, published December 19, 1996 
25 by Tang et al. 

Angiogenic and vasculogenic disorders result from 
excess proliferation of blood vessels. Blood vessel 
proliferation is necessary in a variety of normal 
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physiological processes such as embryonic development, 
corpus luteum formation, wound healing and organ 
regeneration. However, blood vessel proliferation is also 
essential in cancer tumor development. Other examples of 
blood vessel proliferative disorders include arthritis, 
where new capillary blood vessels invade the joint and 
destroy cartilage. In addition, blood vessel 

proliferative diseases include ocular diseases, such as 
diabetic retinopathy, where new capillaries in the retina 
invade the vitreous, bleed and cause blindness. 
Conversely, disorders related to the shrinkage, 
contraction or closing of blood vessels, such as 
restenosis, are also implicated in adverse regulation of 
RPKs or RPPs. 

Moreover, vasculogenesis and angiogenesis are 
associated with the growth of malignant solid tumors and 
metastasis. A vigorously growing cancer tumor requires a 
nutrient and oxygen rich blood supply to continue growing. 
As a consequence, an abnormally large number of capillary 
blood vessels often grow in concert with the tumor and act 
as supply lines to the tumor. In addition to supplying 
nutrients to the tumor, the new blood vessels embedded in 
a tumor provide a gateway for tumor cells to enter the 
circulation and metastasize to distant sites in the 
organism. Folkman, 1990, J. Natl. Cancer Inst. 82:4-6. 

Angiogenic and vasculogenic disorders are closely 
linked to the FLK protein kinase. FLK-1 is activated upon 
binding VEGF, a strong regulator for endothelial cell 
proliferation as well as normal and pathological 
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angiogenesis. Klagsburn and Soker, 1993, Current Biology 
3:699-702. Thus, compounds that specifically inhibit the 
FLK protein kinase are potential anti-cancer agents as 
they may decrease the vasculature that nourishes tumors. 
These inhibitors will most likely result in minimizing and 
even obliterating solid . tumors . In addition, compounds 
that specifically inhibit FLK will potentially represent 
a new generation of cancer therapeutics as they will most 
likely- cause few side effects. These potential properties 
are a significant improvement over the currently utilized 
cancer therapeutics that cause multiple side effects and 
deleteriously weaken patients. 

In addition to cell proliferation, some RPKs and RPPs 
regulate the penultimate cellular functions, cell survival ( 
and cell death. Glial derived growth factor (GDNF) 
activates c-ret, for example, by bringing multiple c-ret 
receptors together into close proximity and promoting 
cross phosphorylation of the intracellular regions . 
Signal transduction molecules that form a complex with c- 
ret as a result of these phosphoryl moieties, such as grb- 
2, sos, ras, and raf, propagate a signal in the cell that 
promotes neural survival. Thus, compounds that promote 
the interactions of these stimulatory molecules of c-ret 
would enhance the activity of c-ret. Alternatively, 
protein phosphatases can remove the phosphoryl -moieties 
placed on the intracellular region of c-ret in response to 
GDNF, and thus inhibit the signaling capability of c-ret. 
Thus compounds that inhibit phosphatases of c-ret will 
enhance the signaling capacity of c-ret. In the context 
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of the present invention, the c-ret protein kinase could 
be activated by indolinone compounds that are modified 
with substituents, particularly at the 5 position of the 
oxindole ring. 

c-ret is implicated in the development and survival 
of enteric , synaptic, and sensory neurons and neurons of 
the renal system upon stimulation by GDNF . Lack of 
function mutations in c-ret can lead to Hirschsprung's 
disease, for example, which manifests itself as a decrease 
in intestinal tract innervation in patients. Thus, 
compounds that activate, c-ret are potential therapeutic 
agents for the treatment of neurodegenerative disorders, 
including, but not limited to, Hirschsprung's disease, 
Parkinson's disease, Alzheimer's disease, and amyotrophic 
lateral sclerosis. Compounds that inhibit c-ret function 
are possible anti-cancer agents as over-expression of .ret 
in cells is implicated in cancers, such as cancer of the 
thyroid. 

Pharmaceutical Compositions and Administration of Indoli- 

none Comppunds 

Methods of preparing pharmaceutical formulations of 
the compounds, methods of determining the amounts of 
compounds to be administered to a patient, and modes of 
administering compounds to an organism are disclosed in 
International Patent Publication No. WO 96/22976, 
published August 1, 1996 by Ballinari et al . , which is 
incorporated herein by reference . in its entirety, • 
including any drawings. Those skilled in the art will 
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appreciate that such descriptions are applicable to the 
present invention and can be easily adapted to it. The 
mechanism of such action and possible uses for such 
compounds are described in International Patent 
5 Publication WO 96/40116, published December 19, 1996 by 
Tang et al. ■ _ 

The compounds described herein can be administered to 
a human patient per se, or in pharmaceutical compositions 
where it is mixed with suitable carriers or excipient (s) . 

10 Techniques for formulation and administration of the 
compounds of the instant application may be found in 
"Remington 1 s Pharmaceutical Sciences, 11 Mack Publishing 
Co., Easton, PA, latest edition or in International Patent 
Publication No. WO 96/40116, published December 19, 1996 

15 by Tang et al. 

Elective Dosage 

Pharmaceutical compositions suitable for use in the 
present invention include compositions wherein the active 
ingredients are contained in an amount effective to 

20 achieve its intended purpose. More specifically, a 
therapeutically effective amount means an amount of 
compound effective to prevent, alleviate or ameliorate 
symptoms of disease or prolong the survival of the subject 
being treated. Determination of a . therapeutically 

25 effective amount is well within the capability of those 
skilled in the art, especially in light of the detailed 
disclosure provided herein and in International Patent 
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Publication No. WO 96/40116, published December 19, 1996 
by Tang et al . 

Packaging 

The compositions may> if desired, be presented in a 
pack or dispenser device which may contain one or more 
unit dosage forms containing the active ingredient 
according to the description provided in International 
Patent Publication No. WO 96/40116 , published December 19, 
1996 by Tang et al. 

Examples 

The examples below are not limiting and are merely 
representative of various aspects and features of the 
present invention. The examples demonstrate methods of 
synthes i z ing indol inone compounds of the invent ion . The 
examples also demonstrate the specificity as well as the 
potency with which these compounds inhibit protein kinase 
function in cells. 

Example i: Compowd Synthesis 

The compounds of the present invention may be 
synthesized according to known techniques such as those 
described in International Patent Publication No. WO 
96/40116, published December 19, 1996 by Tang et al . The 
following represent preferred methods for synthesizing the 
compounds of the claimed invention. 
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(a) Preparation of 4-Methyl-2-oxindole . Diethyl 
oxalate (30 mL) in 20 mL of dry ether was added with 
stirring to 19 g of potassium ethoxide suspended in 50 mL 
of dry ether. The mixture was cooled in an ice bath and 
20 mL of 3-nitro-o-xylene in 20 mL of dry ether was slowly 
added. The thick dark red mixture was heated to reflux 
for 0.5 hr, concentrated to a dark red solid, and treated 
with 10% sodium hydroxide until almost all of the solid 
dissolved. The dark red mixture was treated with 3 0% 
hydrogen peroxide until the red color changed to yellow. 
The mixture was treated alternatively with 10% sodium 
hydroxide and 30% hydrogen peroxide until the dark color 
was no longer present. The solid was filtered off and the 
filtrate acidified with 6N hydrochloric acid. The 
resulting precipitate was collected by vacuum filtration, 
washed with water, and dried under vacuum to give 9.8 g 
(45% yield) of l-methyl-6-nitrophenylacetic acid as an 
off-white solid. The sold was hydrogenated in methanol 
over 10% palladium on carbon to give 9.04 g of the title 
compound as a white solid. 

(b) Preparation of 5-Nitro-2 -oxindole . The 2- 
oxindole (6.5 g) was dissolved in 25 mL of concentrated 
sulfuric acid and the mixture maintained at -10-15 °C 
while 2.1 mL of fuming nitric acid was added dropwise. 
After the addition of the nitric acid the reaction mixture 
was stirred at 0°C for 0.5 hr and poured into ice water. 
The precipitate was collected by filtration, washed with 
water and crystallized from 50% of the acetic acid. The 
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final crystal was then filtered, washed with water and 
dried under vacuum to give 6.3g (70%) of 5-nitro-2- 
pxindole . 

(c) Preparation of 5 -Amino- 2-oxindole. The 5-nitro- 
5 2-oxindole (6.3 g) was hydrogenated in methanol over 10% 

palladium on carbon to give 3.0 g (60% yield) of the title 
compound as a white solid. 

(d) Preparation of 5-Fluoro-2-oxindole . 5-Fluoroi- 
satin (8.2 g) was dissolved in 50 mL of hydrazine hydrate 

10 and refluxed for 1 hr. The reaction mixtures were then 
poured in ice water. The precipitate was then filtered, 
washed with water and dried under vacuum oven to give 6 . 0 
g of 5-f luoro-2-oxindole (79% yield) . 

(e) Preparation of 5-Bromo-2-oxindole . 2-0xindole 
15 (1.3 g) in 20 mL of acetonitrile was cooled to -10°C and 

2.0 g of N-bromosuccinimide was slowly added with 
stirring. The reaction was stirred for 1 hour at -10 °C and 
2 hours at 0°C. The precipitate was collected, washed with 
water and dried to give 1.9 g (90% yield) of the title 
20 compound. 

(f) Preparation 5- Carboxy- 2-oxindole 

Step 1. Synthesis of 5-Methoxycarbonyl-2- 
oxindole. 5 -Iodo- 2-oxindole (17g) was refluxed with 2g of 
palladium diacetate, 18.15g of triethylamine, 150 mL of 
25 methanol, 15 mL of dimethylsulf oxide and 2.6 g of DPPP in 
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an atmosphere saturated with carbon monoxide. After 24 
hours, the reaction was filtered to remove the catalyst 
and the filtrate concentrated. The concentrate was 
chromatographed on a silica gel in 3 0% ethyl acetate in 
hexane. The fractions containing product were 

concentrated and allowed to stand. The precipitated 
product was collected by vacuum filtration to give 0 . 8g 
(7%) of the title compound as an off-white solid. 

Step 2: Synthesis of 5-Carboxy-2-oxindole . 5- 
Methoxycarbonyl-2-oxindole (lg) and lg of sodium hydroxide 
in 2 0 mL of methanol was refluxed for 3 hours. The 
reaction mixture was cooled and concentrated to dryness. 
The residue was dissolved in water and extracted twice 
with ethyl acetate. The aqueous layer was acidified with 
6 N hydrochloric acid and the precipitated solid 
collected, washed with water, and dried to give 0.7g (78%) 
of the title compound as an off-white solid. 

(g) Preparation of 5-Carboxyethyl-2-oxindole 

Step 1: Synthesis of 5-Chloroacetyl-2- 
oxindole. Aluminum chloride (30.8 g) and 2-oxindole 
(5.0g) were added to 200 ml ' of carbon disulfide at room 
temperature and the mixture stirred. Chloroacetyl 
chloride (3.8 mL) was added and the stirring continued for 
1 hour. The mixture was heated to reflux for 3 hours, 
cooled and the solvent decanted. The residue was stirred 
in ice water until it became a solid suspension. The 
solid was collected by vacuum filtration, washed in water, 
and dried to give 7 . Og (90% yield) of the title compound. 
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Step 2: Synthesis of 5-Chloroethyl-2-oxindole. 
5-Chloroacetyl-2-qxindole (7.0g) was added to 25 mL of 
trif luoroacetic acid and the mixture cooled in an ice bath 
with stirring. Triethylsilane (12.3 mL) was added 
5 dropwise over 2 minutes. The reaction was then stirred at 
room temperature for 4 hours and poured into ice water. 
Hexane was added, the mixture stirred vigorously, and the 
solid collected by vacuum siltation and washed with hexane 
to give 5.9g (91% yield) of the product as a white solid. 

10 Step 3: Synthesis of 5-Cyanoethyl-2-oxindole . 

Potassium cyanide (2.02 g) was added to 15 mL of 
dimethylsulfoxide and heated to 90°C 5-Chloroethyl-2- 
oxindole (3.0 g) dissolved in 5mL of dimethylsulfoxide was 
added slowly with stirring, and the reaction heated to 

15 150°C for 2 hours. The mixture was cooled, poured into ice 
water and the precipitate collected by vacuum filtration, 
washed with water, and dried to give crude product. The 
crude material was chromatographed on silica gel in 5% 
methanol in chloroform to give 1.2g (42% yield) of the 

20 title compound. 

Step 4: Synthesis of 5-Carboxyethyl-2- 
oxindole. 5-Cyanoethyl-2-oxindole (4.02g) in lOmL of 
water containing 25mL of concentrated hydrochloric acid 
was refluxed for 4 hours. The. mixture was cooled, water 

25 added and the resulting solid collected by vacuum 
filtration, washed with water and dried to give 1.9g (44% 
yield) of the title compound as a yellow solid. 
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(h) Preparation of 3 , 5-Dimethylpyrrol-2-carboxal- 
dehyde 

5-Cyanoethly-2-oxindole (4.02g) in 10 mL of water 
containing 25mL of concentrated hydrochloric acid was 
refluxed for 4 hours. The mixture was cooled, water added 
and the resulting solid collected by vacuum filtration, 
washed with water and dried to give 1.9g (44% yield) of 
the title compound as a yellow solid. 

(i) Preparation of 3 , 5-Dimethylpyrrol-2-carboal- 
dehyde 

To a solution dimethyl formamide (80. 4g) and 1L of 
dichloroethane at 0°C was added phosphorous oxychoride 
(153.3g) over a few minutes iand the reaction stirred for 
1-2 hr at 0°C 2 , 4-Dimethylpyrrole (114. 6g) was added 
dropwise to the above solution at temperature below 5°C. 
After the addition was complete the reaction was heated 
and the aqueous layer isolated and saved. The organic 
layer was extracted again with 300mL of water and the two 
aqueous layers combined. The aqueous phase was extracted 
with 20 0mL of dichloroethane and the organic layer 
discarded. The aqueous phase was cooled to 10°C and 
adjusted to pH 10 with 10% sodium hydroxide. The mixture 
was stirred at 10°C for 2hr. The yellow solid was 
collected by vacuum filtration and washed thoroughly with 
water. The solid was dried at room temperature under 
vacuum to give 110. 8g (90% yield of 2 , 4-dimethyl-5- 
f ormylpyrrole . 
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(j) Preparation of 3 , 5-Diethylpyrrol-2-carboxal- 
dehyde: 

The solution of 25. Og of 3 , 5-heptanedione and 42. 3g 
of diethyl aminomalonate hydrochloride in 200 mL of acetic 
acid was heated to 95- 10 °C for 1.25 hr. Sodium acetate 
was added and the reaction mixture was stirred for 5.35 hr 
and cooled down for 4 hr. * The salt was filtered and 
washed with acetic acid. The acetic acid solution was 
then concentrated and the residue poured into 80 0 mL of 
water. The yellow solid was filtered and dried in a 
vacuum oven overnight to give 36.0g of ethyl 3,5- 
diethlypyrrol-2-carboxalate as the orange liquid (92% 
yield) . 

Decarboxylation of ethyl 3 , 5-diethylpyrro-2-carbo- 
xalate upon hydrolysis gave 2, 4-diethylpyrrole. The title 
compound was then synthesized via Vilsmeier formulation of 
2 , 4-diethlpyrrole with the same condition used for the 
preparation of 3 , 5-dimethylpyrrol-5-carboxaldehyde . 

(k) Preparation of 3 , 5-Diisopropylpyrrol-2-carboxal- 
dehyde 

The procedure was the same as the one for the 
preparation of 3, 5-diethylpyrrol-2-carboxaldehyde except 
starting with 2 , 6-dimethyl -3 , 5-heptanedione . 

Example 2: FLK Inhibition by Indolinone compounds of 

the Invention 
An enzyme linked immunosorbent assay (ELISA) was 
conducted to measure the catalytic activity of the FLK-1 
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receptor and more specifically/ the inhibition or 
activation of indolinone compounds on the catalytic 
activity of the FLJC-1 receptor. Specifically, the 

f oll owi-ag — assay — wa-s conduc-t-ed — to — measure — oataiytic - 

activity of the FLK-1 receptor in FLJC-1/NIH3T3 cells. 

The materials and protocol for the FLK-1 EL ISA assay 
are as described in International Patent Publication No. 
WO 96/40116, published December 19, 1996 by Tang et al. 

Selected compounds were tested in the FLK-1 ELISA 
assay. IC50 measurements are reported in the tables. 
Derivatives of 3- [ (indole-3-yl) methylene] -2 -indolinone 
compounds with a methyl substituent at the l 1 position 
proved to be the most potent inhibitors of the group of 
compounds tested in. the assay. 

Example 3 : In VjtXQ RTK Assays 

The following in vitro assays may be used to 
determine the level of activity and effect of the 
different compounds of the present invention on one or 
more of the RTKs . Similar assays can be designed along 
the same lines for any tyrosine kinase using techniques 
well known in the art. 

(a) Enzyme Linked Immunosorbent Assay (ELISA) 
Enzyme linked immunosorbent assays (ELISA) may be 
used to detect and measure the presence of tyrosine kinase 
activity. The ELISA may be conducted according to known 
protocols which are described in, for example, Voller, et 
al., 1980, "Enzyme -Linked Immunosorbent Assay, 11 In: Manual 
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of Clinical Immunology, 2d ed. , edited by Rose and 
Friedman, pp 359-371 Am. Soc. Of Microbiology, 
Washington, D.C. 

ghe~ disc lo s ed p r otocol--may-be^^adapt e d for defcermining-- 

5 activity with respect to a specific RTK, For example, the 
preferred protocols for conducting the ELISA experiments 
for specific RTKs is provided below. Adaptation of these 
protocols for determining a compound's activity for other 
members of the RTK family, as well as other receptor and 

10 non-receptor tyrosine kinases, are within the scope of 
those in the art. 

(i) FLK-1 ELISA 

An ELISA assay was conducted to measure the kinase 
activity of the FLK-1 receptor and more specifically, the 
15 inhibition or activation of protein tyrosine kinase 
activity on the FLK-1 receptor. Specifically, the 
following assay was conducted to measure kinase activity 
of the FLK-1 receptor in FLK-1/NIH3T3 cells. 

Materials And Methods. 
2 0 Materials. The following reagents and supplies were 

used: 

a. Corning 96 -well ELISA plates (Corning Catalog 
No. 25805-96); 

b. Cappel goat anti-rabbit IgG (catalog no. 55641); 



25 



c. PBS (Gibco Catalog No. 450-1300EB) ; 



• Q • 



79 227/111 

Patent 

d. TBSW Buffer (50 mM Tris (pH 1.2), 150 mM NaCl 
and 0.1% Tween-20) ; 

e Eth anolamine — s- tock — (10% ^ t hanolami^ie — ( pH 7 . 0) , — 

stored at 4°C) ; 

5 f. HNTG buffer (20mM HEPES buffer (pH 7.5), 150mM 

NaCl, 0.2% Triton X-100, and 10% glycerol); 

g. EDTA (0.5 M (pH 7.0) as a 100X stock); 

h. Sodium ortho vanadate (0.5 M as a 10 OX stock) ;• 

i. Sodium pyro- phosphate (0.2M as a 100X stock); 

10 j . NUNC 96 well V bottom polypropylene plates 

(Applied Scientific Catalog No. AS-72092) ; 

k. NIH3T3 C7#3 Cells (FLK-1 expressing cells) ; 

1. DMEM with IX high glucose L Glut amine (catalog 
No. 11965-050) ; 

15 m. FBS, Gibco (catalog no. 16000-028); 

n. L-glutamine, Gibco (catalog no. 25030-016); 



80 227/111 

Patent 

VEGF, PeproTech, Inc. (catalog no. 100-20) (kept 
as 1 /ig/100 fil stock in. Milli-Q dH 2 0 and stored 
at -20°C; 

Affinity purified anti-FLK-1 antiserum which can 
be obtained or purified as follows : 

1. Prepare a Tresyl -Activated Agarose/Flk-1- 
D column by incubating 10 ml of Tresyl - 
Activated Agarose with 20 mg of purified 
GST-Flk-l-D fusion protein in lOOmM 
sodium bicarbonate (pH 9.6) buffer 
overnight at 4oC . 

2 . Wash the column once with PBS . 

3. Block the excess sites on the column with 
2 M glycine for 2 hours at 4oC. 

4. Wash the column with PBS. 

5. Incubate the column with Rabbit ant i-Flk- 
1D production bleed for 2 hours at 4oC. 

6 . Wash the column with PBS . 

7. Elute antiserum with 100 mM Citric Acid, 
pH3 . 0 and neutralize the eluate 
immediately with 2 M Tris, pH 9.0. 

8 . Dialyize the eluate against PBS overnight 
at 4oC with 3 changes of buffer (sample 
to buffer ratio is 1:100) . 

9. Adjust the dialyized antiserum to 5% 
glycerol and store at -8 0oC in small 
aliquotes. 
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q. UB40 monoclonal antibody specific for 
phospho tyro sine, (see, Fendley, et al . , 1990,. 
Cancer Research 1550-1558) ; 

r. EIA grade Goat ant i -mouse IgG-POD (BioRad 
5 catalog no. 172-1011); 

s . 2 , 2-azino-bis (3-ethylbenz-thiazoline-6-sulf onic 
acid (ABTS) solution (lOOmM citric acid 
(anhydrous), 250 mM Na 2 HP0 4 (pH 4.0), 0.5 mg/ml 
ABTS (Sigma catalog no. A-1888) ) , solution 
10 should be stored in dark at 4°C until ready for 

use; 

t. H 2 0 2 (30% solution) (Fisher catalog no. H325).; 

u. ABTS/H 2 0 2 (15ml ABTS solution, 2 /il H 2 0 2 ) prepared 
5 minutes before use and left at room 
15 temperature; 

v. 0.2 M HC1 stock in H 2 0; 

w. dimethylsulf oxide (100%) (Sigma Catalog No. D- 
8418) ; and 
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x. Trypsin-EDTA (Gibco BRL Catalog No. 2520 0-049) . 
Protocol. The following protocol was used for 
conducting the assay: 
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1. Coat Corning 96-well elisa plates with l.O^g per 
well Cappel Anti-rabbit IgG antibody in 0.1M Na 2 C0 3 pH 9.6. 
Bring final volume to 150 fxl per well. Coat plates 

•overflight at — 4r-°-G^ Plates can be k -ept~-up---to— two-weeks— when — 

stored at 4°C. 

2. Grow cells in Growth media (DMEM, supplemental 
with 2.0mM L-Glutamine, 10% FBS) in suitable culture 
dishes until confluent at' 37°C, 5% C0 2 . 

3. ' Harvest cells by trypsinization and seed in 
Corning 25850 polystyrene 96-well roundbottom cell plates, 
25.000 cells/well in 200/xl of growth media. 

4. Grow cells at least one day at 37°C / 5% C0 2 . 

5. Wash cells with D-PBS IX. 

6. Add 200/xl/well of starvation media (DMEM, 2 . OmM 
1-Glutamine, 0.1% FBS). Incubate overnight at 37°C, 5% 
C0 2 . 

7. Dilute Compounds/Extracts 1:20 in polypropylene 
96 well plates using starvation media. Dilute 
dimethylsulf oxide 1:20 for use in control wells. 

8. Remove starvation media from 96 well cell 
culture plates and add 162 ^1 of fresh starvation media to 
each well. 

9. Add 18^1 of 1:20 diluted Compound/Extract 
dilution (from step 7) to each well plus the 1:20 
dimethylsulf oxide dilution to the control wells (+/- 
VEGF) , for a final dilution of 1:200 after cell 
stimulation. Final dimethylsulf oxide is 0.5 % Incubate 
the plate at 37°C, 5% CQ 2 for two hours. 
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10. Remove unbound antibody from ELISA plates by- 
inverting plate to remove liquid. Wash 3 times with TBSW 
+ 0.5% ethanolamine, pH 7.0. Pat the plate on a paper 

fcowe-1— te-^emove-ex oGss liquid and bubbles. 

5 11. Block plates with TBSW + 0.5% Ethanolamine, pH 

7.0, 150 fil per well. Incubate plate thirty minutes while 
shaking on a microtiter plate shaker. 

12. Wash plate 3 times as described in step 10. 

13. Add 0.5^g/well affinity purified anti-FLU-1 
10 polyclonal rabbit antiserum. Bring final volume to 

150ftl/well with TBSW + 0.5% ethanolamine pH 7.0. Incubate 
plate for thirty minutes while shaking. 

14. Add 180 fil starvation medium to the cells and 
stimulate cells with 20/xl/well lO.OmM sodium ortho 

15 vanadate and 500 ng/ml VEGF (resulting in a final 
concentration of l.OmM sodium ortho vanadate and 50ng/ml 
VEGF per well) for eight minutes at 37°C, 5% C0 2 . Negative 
control wells receive only starvation medium. 

15. After eight minutes, media should be removed 
20 from the cells and washed one time with 200/xl/well PBS. 

16. Lyse cells in 150/xl/well HNTG while shaking at 
room temperature for five minutes . HNTG formulation 
includes sodium ortho vanadate, sodium pyro phosphate and 
EDTA. 

25 17. Wash ELISA plate three times as described in 

step 10. 

18. Transfer cell lysates from the cell plate to 
elisa plate and incubate while shaking for two hours. To 
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. transfer cell lysate pipette up and down while scrapping 
the wells. 

19. Wash plate three times as described in step 10. 

: 2-0 . Ineuba-Le ELISA plate with 0.n?/ig/wfi11 IJR4 0 in 

5 TBSW + 05% e thanol amine . Bring final volume to 

150/il/well. Incubate while shaking for 30 minutes. 

21. Wash plate three times as described in step 10. 

22. Incubate ELISA plate with 1:10,000 diluted EIA 
grade ; goat anti-mouse IgG conjugated horseradish 

10 peroxidase in TBSW + 0.5% ethanolamine, pH 7.0. Bring 
final volume to 150/il/well. Incubate while shaking for 
thirty minutes . 

23. Wash plate as described in step 10. 

24. Add 100 fjul of ABTS/H 2 0 2 solution to well. 
15 Incubate ten minutes while shaking. 

25. Add 100 ^1 of 0.2 M HCl for 0.1 M HC1 final to 
stop the color development reaction. Shake 1 minute at 
room temperature. Remove bubbles with slow stream of air 
and read the ELISA plate in an ELISA plate reader at 410 

20 nm. 

(ii) HER- 2 ELISA 

HER-2 ELISA assays are described in International 
Patent Publication No. WO 96/40116/ published December 19, 
1996 by Tang et al. 
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(iii) PDGF-R ELISA 

A PDGF-R ELISA is described in International Patent 
Publication No. WO 96/40116, published December 19, 1996 
by Tang et al. 

(iv) IGF- I ELISA 

The IGF- I ELISA protocol described in International 
Patent Publication No, WO 96/40116, published December 19, 
1996 by Tang et al. may be used to measure phosphotyrosine 
level on IGF-I receptor, which indicates IGF- I receptor 
tyrosine kinase activity. 

(v) EGF Receptor ELISA 

EGF Receptor kinase activity (EGFR-NIH3T3 assay) in 
whole cells was measured as described in International 
Patent Publication No. WO 96/40116, published December 19, 
199 6 by Tang et al . 

(vi) Celiular Insulin Receptor ELISA 

The protocol described in International Patent 
Publication No. WO 96/40116, published December 19, 1996 
by Tang et al. was used to determine whether the compounds 
of the present invention possessed insulin receptor 
tyrosine kinase activity. 
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(vii) EGFR ELISA ASSAY 
Purpose 

To provide a consistent method for measuring the in 
vitro kinase activity of the EGFR in an Enzyme-linked 
5 immunosorbent assay (Elisa) . 

Scope, The following protocol describes the 

procedures used to analyze protein tyrosine kinase 
activity on the EGFR in an Elisa. The procedure also 
describes the protocol for the initial screening of drugs 
10 . for inhibition or activation of protein tyrosine kinase 
activity. 

Reagents and Supplies. 
1. Corning 96-well Elisa plates 
Corning Catalog #25805-96 
15 2. 05-101 monoclonal anti-EGFR antibody 

(commercially available from UB1) 
-80° C, 1 ml aliquots 
3. PBS (Dulbecco's Phosphate-Buffered Saline) 
Gibco Catalog # 450-1300EB 
20 Formulation: 2,7 mM KCL 

1.1 mM KH2P0 4 

0.5 mM MgCl 2 (anhydrous) 

138 mM'NaCl 

8.1 mM Na2HP0 4 

25 4 . TBST Buffer 

Formulation: 50 mM Tris pH 7.2 
150 mM NaCl 
0.1% Triton X-100 
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5 . Blocking Buffer 

Formulation: .5% Carnation Instant Milk in PBS 

6. A431 cell lysate 

A431 cells are available from a variety of 
commercial sources and may be used lysed using 
conventional methods known to those skilled in the art or 
as described for lysis of the 3T3 cells in the EGF 
cellular assay described herein. -80° C, 1 ml aliquots 

7. TBS Buffer 

Formulation: 50 mM Tris pH 7.2 
150 mM NaCl 

8. TBS + 10% DMSO 

Formulation: 10% DMSO in TBS Buffer 

(DMSO from Sigma, Catalog # D-2650) 

9. ATP/MnCl 2 phosphorylation mix 
Formulation: 0/03 mM ATP 

(Adenosine-5 1 -triphosphate, Sigma Catalog 

#A-5394) 

50 mM MnCl 2 . 
Make fresh in autoclaved Milli-Q H20 immediately 

before use 

Keep oil ice until use 

10. NUNC 96-well V bottom polypropylene plates 
Applied Scientific Catalog # AS-72092 

11. EDTA 

Formulation: 200 mM EDTA pH 8 . 0 

12. Rabbit polyclonal anti-phosphotyrosine serum or 
UB4 0 monoclonal antibody specific for phosphotyrosine or 
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UBI's mab 4610,. Upstate Biotechnology, Lake Placid, New 
York, Catalog # 05-321 

- 80° C, 1 ml aliquots 

Thaw 1 ml vial and aliquot in smaller volumes to 
5 store at - 80° C 

Antiserum is stable for weeks when thawed and 
stored at 4 C 

13. Goat anti-rabbit IgG peroxidase conjugate 
Biosource Catalog # ALI.0404 
10 14. ABTS Solution v 

Formulation: 100 x mM Citric Acid (anhydrous) 

250 mM Na 2 HP04 pH 4 .0 
0.5 mg/ml ABTS 
(2, 2 1 -azino'-bis (3 -ethylbenzthiazoline-6 -sulfonic 

15 acid) 

(Sigma Catalog # A.-1888) 

Keep solution in dark at 4 C until ready to use 

15. Hydrogen peroxide 30% solution 
Fisher Catalog # H32 5 

2 0 Store in the dark at 4 C until ready to use 

16. ABTS/H 2 0 2 

Formulation: 15 mis ABTS solution 
2 ul H 2 0 2 

Prepare 5 minutes before use and room 
25 temperature 

17. 0.2 M HCL stock in H 2 0 
Procedure. 

1 . Coat Corning 96 -well elisa plates with 0 .5 ug 
per well 05-101 antibody. 
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Bring final volume to 100 ul per well with PBS. 
Coat plates overnight at 4° C 

2. Remove unbound 05-101 from wells by inverting 
plate to remove liquid. 

Wash lx with distilled H20 by filling wells 
Pat the plate on a paper towel to remove excess 

liquid. 

3. Block plates with 5% milk in PBS. 
150 ul per well. 

Incubate plate 3 0. minutes while shaking on a 
microtiter plate shaker. 

4. Wash plate 3x with dionized water, then once 
with TBST 

5. Add 7 ug A431 cell lysate per well (EGFR 
source) . 

Add'PBS to final volume of 100 ul per well 
Incubate 3 0 minutes while shaking. 

6 . Wash as described in step 4 . 

7. At this point, drugs or extracts are added to 
the wells. 

Dilute drugs/extracts 1:100 (unless specified 
otherwise) in TBS + 10% DMSO in 96 -well polypropylene 
plates . 

Add 120 ul TBS to ELISA plate containing 
captured EGFR. 

Add 13.5 ul diluted drugs/extracts to ELISA 

plate . 

To control wells (wells which do not receive any 
drug) add 135 ul TBS 
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+ 1% DMSO. 

Incubate plate 3 0 minutes while shaking. 
8. Add 15 ul of 0.03 mM ATP + 50 mM MnCl 2 
phosphorylation mix directly to all wells except negative 
control well which does not receive ATP/MnCl 2 (see 
diagram) . 

(150 ul final volume in well with 3 uM ATP/5 mM 
MnC12 final concentration in well.) 

Incubate 5 minutes while shaking vigorously. 

*N0TE: It is critical that ATP/MnC12 

phosphorylates the receptor for 5 minutes only. 
It is best to add the ATP/MnCl 2 with an 12 channel pipettor 
1 row at a time leaving 20 seconds between each row so 
that the reaction may be stopped with EDTA exactly 5 
minutes later (this depends on the number of plates being 
phosphorylated in one batch) . Shake between each 
addition. 

9. After 5 minutes, to" stop reaction, add 16.5 ul 
of .200 mM EDTA pH 8.0 for 20 mM final in well, shaking 
continuously between each addition. This is done using 
the same timing method as above. After last row has 
received EDTA, shake plate an additional minute. 

10. Wash 4x with deionized water, twice with TBST . 

11. Add rabbit polyclonal anti-phosphotyrosine 
serum. 

Dilute 1:3000 in TBST. 
Add 100 ul per well. 

Incubate 30-45 minutes while shaking. 

12. Wash as described above in step 4. 
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13. Add BioSource anti-rabbit peroxidase conjugate 
antibody. 

Dilute 1:200 0 in TBST . 

Add 10 0 ul per well. 

Incubate 30 minutes while shaking. 

14. Wash as described in step 4. 

15. Add 100 ul of ABTS/H 2 0 2 solution to well. 
Incubate 5 to 10 minutes while shaking. 
Remove bubbles 

16. If necessary stop reaction with the addition of 
lOOul of 0.2M HC1 per well 

17. Read assay on Dynatech MR7000 elisa reader. 
Test Filter: 410 nM 

Reference Filter: 63 0 nM 

(b) Cell Growth Assays 

The cell growth assays described in International 
Patent Publication No. WO 96/40116, published December 19 , 
1996 by Tang et al . may be conducted to measure the effect 
of the claimed compounds upon cell growth as a result of 
the compound's interaction with one or more RTKs . 

(vi) Assay Measuring Phosphorylating Function of Raf 
The following assay reports the amount of RAF- 
catalyzed phosphorylation of its target protein MEK as 
well as MEK's target MAPK.^ The RAF gene sequence is 
described in Bonner et al., 1985, Molec. Cell. Biol. 5: 
1400-1407, and is readily accessible in multiple gene 
sequence data banks. Construction of the nucleic acid 
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vector and cell lines utilized for this portion of the 
invention are fully described in Morrison et al . , 1988, 
Proc. Natl. Acad. Sci. USA 85: 8855-8859. 

Materials and Reagents 
5 1. Sf9 {Spodoptera frugiperda) cells; GIBCO-BRL, 

Gaithersburg, MD. 

2. RIPA buffer: 20 mM Tris/HCl pH 7.4, 137 mM NaCl> 
10 % glycerol, 1 mM PMSF, 5 rng/L Aprotenin, 0.5 % Triton 
X-100; 

10 3. Thioredoxin-MEK fusion protein (T-MEK) : T-MEKn 

expression and purification by affinity chromatography 
were performed according to the manufacturer's procedures. 
Catalog# K 350-01 and R 350-40, Invitrogen Corp., San 
Diego, CA 

15 .4. His-MAPK (ERK 2); His-tagged MAPK was expressed 

in XL1 Blue cells transformed with pUC18 vector encoding 
His-MAPK. His-MAPK was purified by Ni-affinity 

chromatography. Cat# 27-4949-01, Pharmacia, Alameda, CA 

5. Sheep anti mouse IgG: Jackson laboratories, West 
20 Grove, PA Catalog, # 515-006-008, Lot# 28563 

6. RAF-1 protein kinase specific antibody: URP2653 . 
from UBI . 

7. Coating buffer: PBS; phosphate buffered saline, 
GIBCO-BRL, Gaithersburg, MD 

25 8. Wash buffer: TBST - 50 mM Tris/HCL pH 7.2, 150 

mM NaCl, 0.1 % Triton X-100 

9. Block buffer: TBST, 0.1 % ethanolamine pH 7.4 

10. DMSO, Sigma, St. Louis, MO 
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11. Kinase buffer (KB) : 20 mM Hepes/HCl pH 7.2, 150 
mM NaCl, 0.1 % Triton X-100, 1 mM PMSF, 5 mg/L Aprotenin, 

.75 /xM sodium ortho vanadate, 0,5 mM DTT and 10 mM MgCl 2 . 

12. ATP mix: 100 mM MgCl 2 , 300 fiM ATP, 10 /iCi y- 33 P 
5 ATP (Dupont-NEN) /mL. 

13. Stop solution: 1 % phosphoric acid; Fisher, 
Pittsburgh, PA. 

14. Wallac Cellulose Phosphate Filter mats; Wallac, 
Turku, Finland. 

10 15. Filter wash solution: 1 % phosphoric acid, 

Fisher, Pittsburgh, PA. 

16. Tomtec plate harvester, Wallac, Turku, Finland. 

17. Wallac beta plate reader # 1205, Wallac, . Turku, 
Finland. 

15 18. NUNC 96-well V bottom polypropylene plates for 

compounds Applied Scientific Catalog # AS-72092. 

Procedure 

All of the following steps are conducted at room 
temperature unless specifically indicated. 
2 0 1. ELISA plate coating: ELISA wells are coated with 

100 /xL of Sheep anti mouse affinity purified antiserum 
(ljzg/100/iL coating buffer) over night at 4 °C. ELISA plates 
can be used for two weeks when stored at 4 °C. 

2. Invert the plate and remove liquid. Add 100 jzL 
25 of blocking solution and incubate for 30 min. 

3 . Remove blocking solution and wash four times 
with wash buffer. Pat the plate on a paper towel to 
remove excess liquid. 
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4. Add 1 /xg of purified Sumo 22 to each well and 
incubate for 1 hour. Wash as described in step 3. 

5. Thaw lysates from RAS/RAF infected Sf9 cells and 
dilute with TBST to 10 jig/100 jzL. Add 10 /xg of diluted 

5 lysate to the wells and incubate for 1 hour. Shake the 
plate during incubation. Negative controls receive no 
lysate. Lysates from RAS/RAF infected Sf9 insect cells 
are prepared after cells are infected with recombinant 
baculoviruses at a MOI of 5 for each virus, and harvested 
10 48 hours later. The cells are washed once with PBS and 
lysed in RIPA buffer. Insoluble material is removed by 
centrifugation (5 min at 10 000 x g) . Aliquots of lysates 
are frozen in dry ice/ethanol and stored at - 80 °C until 
use. 

15 6. Remove non-bound material and wash as outlined 

above (step 3) . 

7. Add 2 fig of T-MEK and 2 /xg of His-MAPK per well 
and adjust the volume to 40 /xL with kinase buffer. 

8. Predilute compounds (stock solution 10 mg/mL 
20 DMSO) or extracts 20 fold in TBST plus 1% DMSO. Add 5 /xL 

of the prediluted compounds/extracts to the wells 
described in' step 6. Incubate for 20 min. Controls 
receive no drug . 

9 . Start the kinase reaction by addition of 5 /xL 
25 ATP mix; Shake the plates on an ELISA plate shaker during 

incubation. 

10. Stop the kinase, reaction after 60 min by 
addition of 30 /xL stop solution to each well. 
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11. Place the phosphocellulose mat and the ELISA 
plate in the Tomtec plate harvestor. Harvest and wash the 
filter with the filter wash solution according to the 
manufacturers recommendation. Dry the filter mats. Seal 
the filter mats and place them in the holder. Insert the 
holder into radioactive detection apparatus and quantitate 
the radioactive phosphorous on the filter mats. . 

Alternatively/ 40 /xL aliquots from individual wells 
of the assay plate can be transferred to the corresponding 
positions on the phosphocellulose filter mat. After air- 
drying the filters, put the filters in a tray. Gently 
rock the tray, changing the wash solution at 15 min 
intervals for 1 hour. Air-dry the filter mats. Seal the 
filter mats and place them in a holder suitable for 
measuring the radioactive phosphorous in the samples. 
Insert the holder into a detection device and quantitate 
the radioactive phosphorous on the filter mats. 

(c) Toxicity and Animal Models 

Measurement Of Cell Toxicity and In Vivo Animal 
Models are described in International Patent Publication 
No. WO 96/40116, published December 19, 1996 by Tang et 
al. 

(d) MET Biochemical Kinase Assay 

A met biochemical kinase assay may be performed for 
met generally as described above for other kinases by 
substituting that or the other kinases. In particular, 
ELISA plates are coated with goat anti-rabbit Fc 
antibodies, which are used to capture commercially 
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available (from Santa Cruz Biotechnology) rabbit 
polyclonal antibodies to the cytoplasmic domain of human 
MET. Lysates are made from 293T cells that have been 
transiently transfected with a chimeric receptor composed 
5 of the extracellular domain of the EGFr and the 
transmembrane and cytoplasmic domain of ' the MET receptor, 
or from NCI-H441 cells (a human lung adenocarcinoma cell 
line) which express high endogenous levels of MET. The 
.chimeric receptors, or MET, from these lysates are 

10 captured on the antibody coated plates. After washing 
away extraneous proteins, test compounds are added and an 
in vitro kinase assay is performed by addition of an 
appropriate kinase buffer (containing ATP, divalent metal 
ions, etc.) . Incorporation of phosphate into the captured 

15 receptors is detected with an anti-phosphotyrosine 
antibody conjugate with horse radish peroxidase using TMB 
as a substrate for colorimetric detection. 

The present invention is not to be limited in scope 
by the exemplified embodiments which are intended as 

20 . illustrations of single aspects of the invention. Indeed, 
various modifications of the invention in addition to 
those described herein will become apparent to those 
skilled in the art from the foregoing description and 
accompanying drawings. Such modifications are intended to 

25 fall within the scope of the appended claims. 

All references cited herein are hereby incorporated 
by reference in their entirety. 

Other embodiments are within the following claims. 
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TABLE 9 (SHEET 1 OP 5) 

3.[(pyrrol-2-yl)methylidenyl]-5-sutfony1-2-indolinone 
3-[(2,4-<Jimethylpyrrol-5-yl)fnelhylidenyl]-5-sulfonyl-2-indolinone 
3-[(2,4^imethyl-3-ethoxycarbonylpyrrol-5-yl)fnethylidenyll-5-sulfonyl-2-indolinone ■ 

3-[(2-methyUhien-5-yl)methylidenyl]-5-sulfonyl-2-indolinone 
3-[(3-melhylthien-2-yl)methylidenyl]-5-suIfonyl-2-indolinone 
3-[(4.5.6,7-tetrahydroindol-3-yl)methylidenyll- S-sulfonyl-2-indolinone 

3-[(pyrrol-2-yl)methylidenyl]-5-aminosu!fonyl-2-indolinone 
3-{(2,4-dimelhylpyrrol-5-yl)methylidenyl}-5-aminosulfonyl-2-lndolinone • 
3-[(2' 1 4-dimethyl-3-elhoxycarbonylpyrrol-5-yl)methylidenyl]-5.aminosulfonyl-2-indolinone 

3-[(2-methylthien-5-yl)methyIidenyl]-5-aminosulfonyl-2-indolinone 
3-((3-methylthien-2-yl)methytidenyl]-5-aminosulfonyl-2-rndolinone 
3-[(4.5.6.7-t9trahydroindol-3-yl)methylidenyl]-5-aminosulfonyl-2-Indolinone 

3-t(pyrrot-2-yl)methylidenyl]-5-methoxycarbonyl-2-indolinone 
3-t(2,4-dimethylpyrrol-5-yl)methy!idenyll-5-methoxycarbonyl-2-indolinone 

3-t(2-methyllhien-5-yl)methyUdenyl]-5-methoxycarbonyl-2-indoIinone 
3-[(3-methyUhien-2-yl)methylidenyll-5-methoxycarbonyl-2-indotinone 
3.((4 1 5,6J-tetrahydroindol-3-yl)me'lhylideny^l-5-membxycarbonyl-2-indolinone 

3-[(pyrrol-2-yl)melhylidenyl]-5-diethanolamino-2-indolinone 

3-[(2.4^dimethylpyrrol-5-yl)methytidenyl]-5-diethanolamino-2-indoUnone 

3.t(2';4^imethy!-3-elhoxycarbonylpyrrol-S-yl)melhylidenyl].5Kliemano!arnino-2-i n doHnone 

3-[(2-methyUhien.5-yljmethylidenyll-5-diethanolarnino-2-indolinone 
3-t(3-methylthie.n-2-yl)methylidenyl]-5-diethanolamino-2-indotinone 
3^4.5.6J-tetrahydroindot-3-y0methylidanyll-5^iethanotamino-2-indo!inone 



3-[(pyrrol-2-yl)methylidenyll-5-{2.3-dihydroxypropytamino)-2-indor.none 
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3:[(2;4^imethylpyrroI-5-yl)methyiideny!]^-{2,3^ihydroxypropylamitTo)-2-indolinone 
3-((2,4-dimethyl-3-ethoxycarbonylpyrro!-5-yl)methylidenyl]-5-(2 1 3-dihydroxypropylamino)-2- 

indolinone 

3-[(2-methyIthien-5-yj)methylidenyl]-5-(2,3-dihydroxypropylamino)-2-indolinone 
3-[(3-methyllhien-2-yl)methylidenyIl-5-(2,3-dihydroxypfopyIamino)-2-indolinone 
3-[(4,5,6,7-tetfahydroindol-3-yl)methy!idenyl]-5-(2.3-dihydroxypropylamino)-2- 

•3-[(pyrroi-2-yi)methylideny!]-5-ureido-2-indolinone 

3-[(2,4-dimethylpyrrol-5-yl)methylidenyl]-5-ureido-2-indolinone 

3-[(2 1 4-dimethyl-3-ethoxycarbonylpyrrol-5.yl)melhylidenyl]-5-ureido.2-Indolinone 

3-[(2-methylthien-5-yl)methylidenyll-5-ureido-2-indolinone 
3-[(3-methylthien-2-yl)methylidenyl]-5-ureido-2-indolinone 
3.[(4 1 5,6 l 7-tetrahydroindol-3-yl)methylidenyl]-5-ureido-2-indolinone 

3-[(pyrrol-2-yl)methylidenyl]-5-guanidino-2-indolinono 

3-[(2,4-dimethylpyrrol-5-yl)methyndenyl]-5-Quanidino-2-indoIinone 

3-[(2,4Kiimethyl-3^lhoxycarbonylpyrrol.5-yl)melhyUdenyll-5-guanidino-2-indolinone 

3-t(2-methylthien-5-yl)methylidenyl]-5-guanidino-2-indolinone 
3-((3-methyJthien-2-yl)melhylidenyl]-5-guanidino-2-indo!inone 
3-((4.5.6.7-telrahydroindol-3-yl)methylidenyl]-5-guanidino-2-indolinone 

3-[(pyrrol-2-yl)methyUdenyl]-5-glyceroylamido-2-indolinone 

3-t(2.4-dimethylpyrrol-5-yl)methylidenyl]-5-glyceroylamido-2-indolinone 

3-U2,4.dimemyl-3-ethoxycarbonylpyrro(-5-yl)melhylidenyli-5-glyceroylamido-2-indolinone 

3-((2-melhylthien-5-yl)methylidenyl]-5-giyceroylamido-2-indolinone 
3-[(3-methylthien-2-yl)melhylidenyl]-5-glyceroylamido.2-indolinone 
3-((4,5,6,7-tetrahydroindol-3-yl)melhylidenyll-5-glyceroylamido-2-indolinone 
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TABLE 9 (SHEET 3 OF 5) 



3-[(pyrrol-2-yl)methylW^ 
3-[(2,4Hdimethylpyrrol-5-y!)m^ 
3-{(2,4^imethy!-3-ethoxycarbonylpy^ 
indolinone 

3-[(2-methyllhien-5-yi)methylideny!]-5-[(3-piperidinyl)propanoy!amino]-2-ind 

3-[(3-methylthien-2-yl)methylide^ 

3-1(4,5,6 J-tetrahydroindol-3-yl)methylW^ 

3-[(pyrro!-2-yl)methylidenyl]-S-mesylamino-2-indolinone 

3-[(2 1 4^imethylpyiTol-5-yl)methylideny!]-5-mesylaminc>-2-indolinone 

3-[(2,4KJimethyl-3-ethoxycarbonylpyr^ 

3-[(2-methyllhien-5-yl)methylidenyl]-5-mesylamino-2-indolinone 

3-[(3-methylthien-2-yl)methyM^ 

S-KA.S.ej-tetrahydroindoI-S-ylJmethylidGnyil-S-mesylamino^-indolinone 

3-[(pyrrol-2-yl)melhyIidenyl]-5-glycoloyloxy-2-indoIincne 
3-[(2,4<limethylpyrrol-5-y!)methylidenyl]-5-glycoloy!oxy-2-indoIinone 
' 3-[(2,4Hdimethyl-3^thoxy^ 

3-[(2-methyithien-5-yl)methylidenyl]-5-glycoloyloxy-2-indoiinone 
3-[(3-methylthien-2-y!)methylidenyl]-5^lycoloyloxy-2-indolinone 
3-[(4,5,6 < 7-tetrahydroindol-3-yl)methylidenyi]-5-glyco!oyloxy-2-indoItnone 

3-[(py(tol-2-yl)methylideny!l-5-(2 f 3-dihydroxypropoxy)-2-indolinone 

3-[(2,4^imethylpyrrol-5-yi)me^ 

3<(2,4^imethyl-3-ethoxycarbony!p^ 



e 



3-[(2-methyimien-5-yI)melhylidenyl]-5-(2 l 3^ihydroxypropoxy)-2-indoiinon^ 
3-[(3-methylthien-2-yI)methy!idenyl]-5-(2 l 3^ihydroxypropoxy)-2-indolinone 
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TABLE 9 (SHEET 4 OP 5) 
S^Aej-tetrahydrolndoM-yl^ 



3-[(pyrrol-2-yl)ftiethylidenyi]-5-aminomethyl-2-indoIinone 
3-[(2,4Hdimelhylpyrrol-5-yI)methy!idenyl]-5-aminomethyl-2-indo!inone . 
3-[(2,4Kiimethyl-3-ethoxycarbonylpy^ 

3-[(2-methyimien-5-yl)methy!idenyl]-5-aminomethyL-2-indolinone 

3-[(3-methylthien-2-yl)methyIidenyl]-5-aminomethyl-2-indolinon 

3-[(4 ( 5,6J-tetrahydroindo!-3-y!)methyiidenyl]-5-aminomelhyi-2-indolinone 

3-[(pyrrot-2-yl)methylidenyl]-5-amidino-2-indoIinone ■ ' . 

3-[(2 ( 4^imcthylpyrrol-5-yl)methylidenyl]-5-amidin<>2-indoIinon0 

3-[(2/<Hmethyl-3-ethoxycarbonyfc 
3^(2-methylthien-5-yl)melhylidenyl]-5-amidino-2-ind6linone 
3-t(3-methyUhien-2-yl)methylidenyl]-5-amidino-2-Indolinone 
3-[(4,5,6 J-tetrahydroindol-3-yl)methyiidenyl]-5-amidino-2-IndoIinone 

3-[(pyrrol-2-yl)methyIidenyI]-5-hydroxym3thy!-2-indolinone 
3-((2,4-dirnethylpyrro!-5-yl)methylideny!] 5-hydroxymethyl-2-indolinone 
3-[(2 l 4-dimethyl-3-othoxycarbonylpyrrol-5-yI)methytidenyi- 5-hydroxymethyI-2-indolinone 
3-I(2-methylthien-5-yI)meU^ 
3-t(3-methyJthien-2^ 

3-((4 l 5 l 6J-tetrahydroindol-3-yl)memyIidenyl]-5-hydroxymethyl-2-indoIinone 

3-[(pyrroI-2-yt)methyIidenyl]-5-phosphonooxy-2-indolinone 

3-[(2,4-dimethylpyrroI-5-yl)met^ 

3-[(2,4Kjimethyl-3H5thoxycarbo^ 

3-[(2-methyimien-5-yl)methyUdenyl]-5-phosphonooxy-2-indolinone 
3-[(3-methyIthien-2-yl)methy(ideny l]-5-phosphonooxy-2-indolinone . 
3-1(4,5,6 J.telrahydroindol-3-yl)melhylidenyl]-5-phosphonooxy-2-!ndolinone 
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TABLE 9 (SHEET 5 OF 5) 



" 3-[(py rrol-2-y ijmethy lideny l]-5-ethoxycarbony l-2-indolinone 
3-[(2,4^imethylpyrrol-5-yi)methy!idenyl]-5-ethoxycarbonyl-2-Indoiinone 
3-[(2 ( 4KJimethyl-3-€thoxycarbonyipyrrol-5-yl)methyiidenyl]-5-ethoxycarbonyW 
3-[(2-methy!thien-5-yl)methylidenyl]-5-ethoxycarbonyI-2-indolinone 
3-[(3.methyithien-2-yl)methyIidenyl]-5-ethoxycarbonyl-2-indoiinone 
34(4 l 5,6 l 7-tetrahydroindol-3-yl)methy!idenyl]-5-ethoxycarbonyl-2-Indolinone 

3-[(pyrrol-2-yl)methy!idenyl]-5-benzy!oxycarbonyl-2-indo!inone 
3-[(2,4^imethylpyrrcl-5-yI)methyIideny!]-5-benzy!oxycarbonyl-2-indolinone 
3-[(2 l 4KJimethyI-3^Uioxycarbonylpyrrol-5-yl)methy!idenyl]^5-benzy!oxycarbony 
3-((2-melhylthien-5-yl)meUiylidenyl]-5-benzyloxvcarbonyl-2-Indolinone 5-benzyloxycarbonyI-2- 

indolinone 

3-[(3-methyithien-2-yl)methylidenyl]-5-benzyloxycarbonyl-2-indolinone 
3-[(4,5 l 67-tetrahydroindol-3-yI)methyIidenyl]-5-benzyloxycarbonyW-i^^ 

3-[(pyrrol-2-yl)rr.othyIidenyl]-5-phenyiaminocarbonyI-2-indoIinona 
3-[(2 l 4-dimethy!pyrroI-5-yl)methylidenyll-5-phenylaminocarbonyl-2-indoIinon^ 
3.[(2,4^i.Tiethyl-3^thoxycarbony!pyrro!-5-yI)methylidenyl].5-phenylaminoc^ 
3-[(2-methyimien-5-yi)melhyIidenyl]-5-phenylaminocarbonyl-2-lndo!inone 

3-[(3-methy]thien-2-yl)me^ 

3-[(4.5.6 ,7-tetrahydroindo!-3-yi)methyIidenyl]-5-phenyIaminocarbony!-2-indoIinone 

3-[(pyrrol-2-yl)melhylidenyl]'5-benzy!aminocarbony!-2-indolinone 

3-[(2,4-dimethylpyrro!-5-yl)me^ 

3-[(2.4^imemyl-3-ethoxycafbonyIpy 

3-[(2-methyimien-5-yi)methylidenyl]-5-benzylaminocarbonyl-2-indolinone 
3-[(3-methyimien-2-y!)methy!idenyl]-5-benzylaminocarbonyJ-2-indolinorie 

3-[(4,5 ( 6J4etrahydroindoI-3-yl)me^ 



% o % 
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TABLE 10 SHEET 1 OP S 
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TABLE 10 SHEET 3 OP 5 



2.9 




B 


5.2 




B 


1 o.o 


H Pit \ 


' B 


8.8 

• 

- 


•Br " 1 


B 


4 


H ) 
V 


B 


8 










1 B 








11.5 










B 














13.7 




B 
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TABLE 10 SHEET 4 OP 5 



10.4 




B 



10.7 




B 



16.4 




B 



19.9 




B 



9.7 



20.3 



<Xk> 




B 



H 
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TABLE 10 SHEET 5 OF 5 



9.9 




A 




12.3 




B 

• 




18.4 • 


H j 


B 




5.8 




B 




6.2 




A 




17.1 




B 

1 



• 
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Table 11 



5-aminooxindcte 



axtndcle-001 



5-fcromooxindate 



crindc(e-002 



5<.Mccoo»ndale 



oxindo!e-G03 



4,5-dimethyloxfndcfe 



axindale-004 



S.S^imethoxyoxlndcle 



oxiricole-005 



oxlndde 



cxrndofe-OCS 



4-methytoxindde 



oxindcle-0Q7 



5.7-dibfomooxindcle' 



oxinaole-G08 



7-fcromo-c-chicn3cxindo(e 



oxindofe-009 



5-iiucrcoxindole 



oxindole-010 



5-flitrooxindota 



oxindoie-01 1 



S4cdo<xcndo(e 



cxindate-012 



5<h[oro-7«welhylcxinda(e 



oxindcte-013 



5-methyloxindafe 



oxindGCe-014 



5-brcmo-i-nielfiyloxEndole 



oxindole-015 



7-fluorooxindoIe 



oxlndale-016 



7-chIo roaxlndo I e 



oxindofe-017 



4-fluoraoxindole 



oxindole-018 
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Table 11 (continued) 



6-fluorooxindcle 



oxindoIe-019 



4-chlocooxindcle 



cxindde-020 



:<h(ofcoxindole 



cx!ndole-Q21 



5-bromo-7-mathy(oxindafe 



•oxindcie-022 



7-cht oro-5-cyanooxinda !e 



oxinaole-023 



4-bncrr.co»ndo{e 



oxindole-024 



7-methoxyoxindde 



oxindale-025 



4-methyt-5-C3ffcGxyoxindole 



oxtncate-026 



methyl-S-csrbor/methyloxindc 



cxindcte-027 



4-methyl-5-carboxyethyioxindole 



oxtndote-Q28 



4-methy^5-<3-cartxrxy-n-propy{) 
oxindole 



oxindole-029 



<vmethyi-5-*ydraxymethyloxindc 
e 



oxindole-030 



4-methyl-5-rnethoxymethytaxind 
ale 



oxindole-031 



4-fnethyNS-(2-hydroxyethyl)oxin 
dole 



oxindale-032 



4-methyl-5-{2-methoxyethyl)oxin 
dole 



oxindole-033 



4-methyt-5-(3-hydroxy-n-propyl) 
oxindole 



oxindale-034 



4-methyt-5-{3-methoxy-n-propyl) 
oxindole 



oxlndole-035. 



5-aminosulfonyloxIndole 



oxindole-036 



t o • 

122 



Table 11 (continued 



S-methyIaminosuIfonytaxindc{e 



oxindote-<327 



5-(4-trifluoramethyIaniIinosulfcny 
IJaxindcle 



oxindale-033 



S-{mcrpftc(in-1 -y^sulfonyOaxind 
ote 



cx:odc!e-039 



6-trifluorofTiethyloxindoIe 



oxindole-040 



5-{2<h(crcethyl)oxinda!e 



cxindc(e-041 



S-caitoxymethyloxindote 



oxindote-C42 



S-carboxymethyloxIndole 



oxIndde-043 



4-methoxycart3ony(oxlndole 



oxindo(e-044 



S-metfioxycarfccnyloxindcte 



cxindole-045 



6-methoxycarbonylaxindola 



oxindde-046 



4-cart)CDcyoxindo(e 



oxincole-047 



5-cartoxyoxindcie 



oxindole-048 



6-carbbxyaxindde 



oxindde-049 



5-cartxxc/ethyioxindole 



oxmdole-050 



5-hydrox/ethyfaxindote 



oxir.dote-OSI 



4-melhyI-5-arninooxindoIe 



oxindole-052 



4-methyl-5-nilrooxindo[e 



oxlndo!e-053 



4-methyl-S-iodooxIndate 



oxindote-054 
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Table 11 (continued) 



4-methyl-5-chlarooxindate 

> 

oxindole-055 



SSSD/22452. vOl 
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Table 12 



2-echoxytenzaldehyce 



CKO001 



4-fluor a benzafdehyde 



CHC-C04 



<uaramoberizaldehyde 



CHC-007 



o-metnyi-2-truopnenecaroaxatce 
hyde 



CHO-010 



o-bfcrno-^-nyaroxy-5-meuToxyo 
enzaldehyde 



CHCM313 



t;nyt-3-tQfmyv-2-fr»ecnyl-3-iuranc 
srboxylate 



CHO-016 



^.4-Umyaroxy-^meoT/tDenzaiae 
hyde 



CHO-019 



S.Nltro-2-furaIdehyde 



CHO-022 



2-ttloprier«ecsrt3cxaJde>Tyde 



CHO-CC2 



lndcie-3-C3rt>ox3(denyde 



CHO-005 



pyrrote-2<2rbcxaidef7yde 



CHO-003 



artaaxaldetryde 



CHO011 



1 -Hydraxy-2-naphthaldehyde 



CHO-OU 



4^onrryi-^necnoycafDonyfTietn 
yt-5-me-1 H-pyrTule-2-cartxjxy(ic 
add mefrryl estar 

CHO-017 



Mecnyt5-n3rmyt-«wnetrTy-o-pyrrai 
epropicnate 



CHO-<32a 



4-t:(nox7-3-nietnaxyoen2aiaeny 
de 



CHO-023 



\ ^e^/ic^rraie-2-canDcxaideny 
de 



CHO-003 



5-meriyitHophene-2<arbQxa(de 
hyde 



CHO-0C6 



2^ycrcx/-<>-mecnox/c^nz3Loen 
yde 



CHO-009 * 



rrclecanxDr/ace 



CHO-012 



bcnyv-^^es-.osyc3rDonyi)-4-^ecnox 
/C3rtcrryimethyi>-5-tarmyt-3-pyn" 
ctegfccjcnstg 

CHO-015 



2-Hydror/-^icrcbenzaIdehyde 



CHO-018 



2-furaidehyde 



CHO-021 



3,4-Oihydraxybenzaldehyde 



CHO-024 



% 
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Table 12 (continued) 



2.4-Oime:hoxybenzaldebyde 



CHO-025 



J 7:>U irn ecv/i -*~-2 ury t- Z-pyrro 1 car 
boxaidenyde 



CHC-028 



CHO-C27 



d-HycroxycenzsIdenyde 



CHO-Q23 



^Ulrr.earyia/nmojK^ru^cenya 



CHG-029 



2.<*-Oimetny\-^-C3rcecr.oxy pyrroi 
e-5-carcoxsidehyde 



CHO-030 



2«cr,lcn>4-flucrob€ni3lderiyde 



CHC-031 



3^atrcbenaaJdefcyde 



CHO-032 



4-piuocc-i-<^rtucaxneUiy\)qenz 
aldehyde 



CHO-033 



. 2,4 ( 6-Trifluorcfcen2aldehyde 



CHO-034 



4^ycfcxy-2^era3xyDertzaia<^ 
yde 



CHO-035 



3,4-Clme<hor/fceraaldehyd6 



CHO-036 



Salic/laideftyde 



CHO-037 



Benzaldehyde 



3,5^!eCMylpytTcle-2-cartox3ld€h 
yde 



CHO-G36 



:>lMettiyiiniojihicpnene-2-carco 
xaldehyde 



CHO-033 



2.4-Oinycraxy-o-metnyibenzaice 
hyde 



CHCWMO 



Metnyi^crmyl-^ecnyt-^yTT 
oleprapionata 



CHO-Q41 



3-einoxy-^nycrcx/Denzaioenya 
e 



CHO-042 



^-Hyaraxy-b-fnetnoxyoenraaen 
yde 



CHO-043 



2-lrnidszoledrtoxaklertyde 



CHOC44 



1 -Methyt-2-for myltenzimidazole 



CHCXJ45 



3-ChJoro-t-fnetnyipyrazoie-^-car 
boxaldehyde 



CHO-046 



2 l 3-dimetn>1-5-forTny(lhiophene 



CHO-047 
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Table 12 ( continued) 



^•rormyM.o.t3./-\euiinyaranaa l 
e 



0:6-048 



5-Chtafcu",icpnene-2<arccxaice 
hyde 



CHC-051 



zaldehyde 



CHO-054 



2,4.3-TrihydroxybenzaIdeftyde 



CHO-G57 



2.4-dlflucrabenz2ldehyde 



CHO-060 



4-tcnoxy-o-fn6\noxyc€nz5iceny 



CH<>G63 



4-(TfTflucrcmethyt)benzaldehyde 



CHO-C66 



2-HydrQxy->memoxyoenzstaen 
yde 



CHO-069 



i-cnicccmecnyi-^-rutrosaucyisia 
ehyde 



CHO-Q49 



3,5-aimextTyV5-fb(TnylpyfTcte 



CHO-052 



o »t3-uv-ten-ou^yi-4-ayarcxyceriza 
Idenyde hemihydrate 



CKC-055 



2-facrny{-5~rtftrctrtopnene 



.CHO-C53 



3,5-Utme'.ny>-+-nyaroxyoenz3iae 
hyde 



CHO-061 



2-iN(irothcpneoe-4-carooxalaen 
yde 



CHOOSE 



4,&-Olmethaxy-S3iic/laldehyde 



CHO-067 



&-BromcS5 l 4-<aiftyaroxyoenzatae 
hyde 



CHO-070 



I -v3.a-bic-:icfCcnenyi)pyrrcie-2- 
carooxclde^yde 



CHO-050 



3-t-aur/t-*-nyaroxycenzajaenya 
e 



CHC-053 



J-c-ducyt-WTycfoxy-b-nwoceaa 
Idahyde 



CHO055 



4-Cartox/benzaIdehyde 



CHO-059 



3-CracfO-^nyarox/-5-<-ouiyiben 
zaldehyde 



CHO-Q62 



4-(Dibuty(arnino)benzaWehyde 



CHO-C65 



2.3.4-Tnhydroxybenzaldehyde 



CH0-CS8 



3,4-Oiacatoxybenzaldehyde 



CHO071 
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Table 12 (continued) 



4-Hycroxy-^mecnyioenzaiaenya 



CHO-072 



2-3rornaberrzsidehyde 



CHO-073 



2.4^ihydfaxyc8nzaIdefTyda 



CHO-074 



^-Hyafoxy--v-meinaxyaen2aiaen 
yde 



CHO-075 



2-Bfcmobenza:<Jehyde 



CHO076 



3.c-UKeri<ur/i-2-nyamx/oeaza 
Idehyde 



CHC-077 



^-Cartaxyfcenzsldehyde 



CHO-078 



^-Uimecnyiarruno- i-napntnaiaen 
yde 

CKO-079 



^Kydror/-3-mrob€nzaldehycie 



CHO-080 



2-Hycraxy^-meinaxyDenz2jaen 
yde 



CHO-031 



3-Hydroxy-4-nitfcbenza!dehyde 



CHO-082 



4-Brcmcoenz3ldehyde 



CHO-063 



Z. j.b,/- 1 ecraiv/cro-^-ftyaroxy-i 
H.5H-beruc0flquinollzine.9 
carboxaldehyde 

CHO-084 



2»5-OUoaa-4-meTiyi-2-pyrrciecaf 
boxaldehyde 



cHOoa7 



3,4-Oimeinyttroeno\bicniopr;ene- 
2-cartoxaldehyda 



CHO-09Q 



5-Meihyi furfural 



• CHO093 



daftyde 



CHO-0a5 



1^4-cntaropnenyl)pyrrole-2-caro 
axaldehyde 



CHO-oaa 



i-tirornctnicpnen^-cafooxaide 
hyde 



CHO-091 



;j-Methyl-i H-Pynazoie-b-caraoxs 
Idehyde 



CHO-094 



Ben2ctbifur3n.2-carboxa!dehyde 



CHO-G86 



5-Ethyi-2-fursIdehyde 



CHO-089 



6-dromo-Z-nynrox/-o-<netnox/o 
enzaldehyde 



CHO-092 



S-lcdo-2-furaldehyde 



CHO-095 
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B-Wetnoxy-A-metnyisaiic/iatGen 
yde 



CHO-096 



hinyi-o-tormy- \ ,?,4-<nmetnyl- j-c 
yrrolecarboxylace 



CHO-Q99 



5-Cintoro-Xnecncxycaroonyi-t- 
methoxycsrtoonylmethyl-pynrole' 
2-cart:oxa(dehvde 

CHC-'i02 



4-Chiorc-pyrazoie-o-carcoxatae 
ftyde 



CHO-105 



5-8rcmofuran-2-c3rtoxaldehyde 



CHO106 



5-fluoraisatin 



CHO-111 



5-€thyW-fcrrnytthiophene 



CHO-1U 



S.b-oietnyipyrroie-ii^roaxalaen 
yde 



CHO-117 



Table 12 (continued) 



e:nyi 

2.4-Oimethyi-S-fcnny-3-pyrrdec 
arfaosytete 

CHO-097 



A-vA-rcrmytpipefszine-A-^jberz 
aldehyde 



CHonao 



1 ^4-cniarocenzyi )-v-crcmo-pyra 
zcle-S-csrtx»idehyde 



CHCMC3 



b^inaxycansanyv-wnetnyvi-me 
Crtytcartoay^yrrde-2-cart5oxald 
ehyde 

CHO-106 



1 ,4-Dimethyt-3-fcrTnyicart5ZOle 



CHO-1Q9 



3 ,4-dtmethy l-2-fcrmylpyrro( e 



CHO-112 



4-methoxyfc enzaldehyde 



CHO-115 



b-Benzytoxymcaie-a-carooxaJcie 
hyde 



CHO-118 



w--cTTy»-*-»wrrny*3-cnctnyi-2«pync 
lecarocxytlc add 



Oi 0-098 



crTTi^fncrprjomno-l -yijfcen 
Z3ldeny£e 



o:o-toi 



ImicazciQ-A-csrroxsldenyde 



CKO-104 



deiiyde 



CHO107 



\ ,+-Gir.ycrcxy-ii-rarmy Vo.b, / 
etrarrydrcnaphthalene 



CHCM10 



i satin 



CHO-113 



^iefylarrinobenzaldehyde 



CHO-116 



zaldertyde 



CHO-119 



o 
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Table 12 (continued) 



2-^-cniorcpnef\yi^ojceni3icen 
yde 



CHO-120 



3-Cyanobenzatderryde 



CHO-123 



2.5^lhycrcxybenzsidenyde 



CKCM26 



2.5-Cimeihoxyben^3lclQhyGe 



CHO-129 



^-Qimeinyiamino-^-nietnox/oen 
zaldehyde 



CHCM32 



S-ElhylfuriUraJ 



CHO-135 



2-Kiucro-3-itnriuarameihyi)cenz 
aldehyde 



CHO-138 



2-Fluoro-6-^cnnuafomeinyt>oenz 
aldehyde 

CHO-U1 



6-CMorcpipercnaI 



CHO-121 



A-CyancberualcenydG 



CHCM2* 



2.3-OtmethoxybenzaldeMyde 



CHCM27 



i.S-Olmetftoxybenzaidehyde, 



CHCM30 



3.4-Oirnetfcyibenzakiehyde 



CHO-133 



Ferrccenecarbraaldehyde 



CHO-138 



2-r lucrc^arouofomeihyOoenz 
aldehyde 



CHO-139 



2-Fcnmylphenaxyacetic acid 



CHQ-142 



ChromcneO-cartcxsJdehyde 



CHCM22 



6.dHj«c*.»crccnromane->carDOX 
aldehyde 



CHO-t25 



2,4-0i.r,ethaxycenzaJcehyde 



CHCM2S 



3.5-Cifr.eihaxybefcralcehyde 



CHO-131 



D^-UifTiC^cnrcmcncr^-cafcax 
aldehyde 



CHCM14 



Rucrene-2-cartaxaldenyde 



CHO-137 



2+lucro-iKirJiuonDmeinyiloexu. 
aldehyde 



CHCM40 



SMeinory-s.-meoTyteneaioxyoe 
nzaldehyde 



CHOU3 



•o • 
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Table 12 (continued) 



2-Melhasy- 1 wTaphtftatdefcyCe 



CHC-144 



3-Memyitniocnene-4-can3cxaiae 
hyde 



CHOW 



3-Phenaxyfconzaidehyce 



CHO-150 



Pyridlne-s-carfcoxaldehyde 



GHO-1S3 



2,3,4-TfimethcyybenzaIdehyde 



CHO-156 



3.4,5-TrtrTteOioxybenzsldehyde 



CHO-159 



e-Cnioro-^rormyl-/-n:e\nytcnrc 
mane 



CHO-162 



6 , e-0 tbramo-3-formyichrorncne 



CHCM65 



4^ethox/-l-oaomTsideiTyde 



CHO-14S 



5^Mecnyithio9r^ne-2-carcoxaice 
hyde 



CHO-143 



Pyrtdlne-2-csrtc3aid«hyde 



CKO-151 



A-.pyrrcitoncc«nzaiaenyao, 
S8+% 



• CHO-154 



2 t «i.5-TrimethcxybenzaJdehyde 



CH0157 



l-Acetyv^r.aoKX3rtX)x2icenyd 

8 



CHO-160 



5-<2-ChIoropheny() furfural 



CHO-163 



2 f b-Oime^ioxy-3-letranyarcfufic 
arboxaldehyde 

CHO-166 



4^e<ny\U-.io)beraafc3ehyde 



CHCM46 



penurnetfryibenzoldefryde 



CHOU9 



Pyridine- Xarboxaldchyde 



CHO-152 



1 ,2, 3 , S-Tcirs rr/xinxf erraldenyd e 



CHCMS5 



2,4,6-Trirne^xytervaic^ydQ 



CHO-153 



6-CWoro-3-ftxmylchrcmcne 



CHO-161 



Chicro-i-^unatnecan}<xx3iaer 
yde 



CHO-164 



4 >Cifr,ethyt-2-turaldehyde 



CHO-167 
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Table 12 ( continued) 



Tj.einyt-J-caruazctecsrcaxaiGen 
yde 



CHCM63 



3-formyt-6-iscprapyto^romcne 



CHCM71 



5-rormyluracl 



CHC-174 



£-(2-Nltrcphanyl)furfursl 



CHO-177 



3;3-ansopropyM-fneinoxyoenzai 
dehyde 



CHO-180 



SToanzyioxy-i-Mucyicenzaweny 
de 



CHO-1S3 



'S-c-bu^i-o-cmoro-^wnOTior/cen 
zaldehyde 



CH0186 



4-ben2yioxy->Wucyv->-iaGOoen 
zaldehyde 



CHO-189 



2-Fcrmy(-6.7-clme^T/icMromone 



' CHO-;69 



3- (a rmy l-6 -<n e thyichrcmcne 



CHCM72 



i-Meincxy\ncoie-^-c3fooxaiaea 
yde 



CHO-175 



(S)-<-)-?eriUaIdehyde 



• CHO-178 



4-oenzysoxy-si.i-cusapropyioenz 
aldehyde 



CHO-181 



S-bfamo-a-VOur/i^wnecnoxycen 1 
zaldehyde 



CHCM34 



^oenzyJoxy-i-C-bu^-^-cruorcoe 
nzaldehyde 



CHO-187 



i-l^utyi--Unetncxy->^icrocenza 
Idehyde 



CHG-190 



2-tomyJ-a.3-dlnie*Ty<ctYTorncne 



CHO-17Q 



3-fcfTT7/W-rutrccr.fcraonc 



CHCM73 



t-Wethyftsstin 



CHCM76 



2-<Tnftuon»cecyi)thtophefie 



CHO-179 



3.«uiyv-^-meancxycerTzaicenyai 



CHO-U2 



nzaldehyde 



CHO-185 



(W^ur/v-^oo>^metnoxyaeraa 
Idehyde 



CHO-18B 



ii-cenr/ioxy-M-oucyi-D-ow wU. . 
zaldehyde 



CHO-191 



mo * 
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Table 12 (continued) 



ehyde 



CHO-192 



*~o«3 nzy 10 xy- J . 3 -ci-<-cu cyicenzai 
dehyde 



CHO-193 



dehyde 



CHO-ias 



b-oromo-li-fiycroxy-^-meirioxy-o 
enzaldehyde 



2-hydrcxy-5-nitrooenraldehyde 



CHO-188 



3.5-dlchicrasaltcytstdehyde 



CHO-201 



5-^tniluororn e;nox/)saucylaia eny 
de 



CHO-204 



3-crcmo-4-nyacoxyaenz2iqenya 

e . 



CHO-207 



3 t 5-diisopn3pyi-2-formylpyrrole 



CHO-210 



3-melhy!-5-isopnDpyithlophene-2 
carbaxaldehyde 

CHO-213 



CKO-1S6 



4-nyaroxy-i-nnnD-^-<nctnoxyoe 
nzsldehyde 



CHO-199 



5-chlorosstic/a(dehyde 



CHO-202 



3, S-dtoramcsallcyaldeny de 



CHO205 



S-chtorasaTtcyaldehydo 



CHO208 



3.5-dlmelhylthlophene-2-carbox 
aldehyde 



CHO-2T1 



3-methy1*5-cydopentylmethytW 
ophene-2-cartoxaldehyde 

CH0-2U 



3.3-cimetnyi-*--ne:noxyQenzsia 
enyde 



CHCM94 



S-brcxnosaiic/aidenyGe 201 



CKO-197 



3-3<r.or/sallcyaldehyde 



CHO-2C0 



4-<dlethylamlno)salic/aJdehyde 



CHO-203 



3-nucrcsaiic/ aldehyde 



CHO-206 



2-4,dIme!hyl-5-fcrrnylpyrTOle 



CHO-209 



3-mettTyi-5-£inylthiophene-2-car 
baxaldehyde 



CHO-212 



3-methyt-S-c/dopropytlhiophene 
-2-carbosldehyde 



CHO-215 



• o t 
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a-methyl-S-ethyithlcphene-Z-car 
boxaldenyde 



CKC-216 



4-methyI-5-c/cioprcpyifnQChyUhl 
cphene-2-carbaxsldehyde 



CHC-2 4 .9 



5-c/dchexylrne^ytthtoanene-2« 
csrboxaldehyde 



CKC-222 



3-mechyl-5-prapylthlcphene-2-cs 
rboxaldehyde 



CHO-225 



4-methyl-S-cydohexyimethylthla 
phene-2-carboxaidehyde 



CH0228 



S-cydoprcpylthiophene-2<3rba 
xalde'nyde 



CHO-231 



5-cyciopentylmelhylthiophene-2« 
carboxaldehyde 



CHO-234 



^r.ethy^scpropytthiQpnene-2 
-csrtscxaldehyde 



CHO-217 



5-HSQprcpytt^aphene-2-C3ft:Qxal 
ceftyde 



CHO-220 



5-c/dohexyilhicphene-2-cartcx 
aldehyde 



CHO-223 



3-meUT/l-5-c/dohexylme^T/i^io 
phene-2-carbcxsidehyde 



CHO-226 



5H>butytthiaphene-2-csrfcoxa(de 
ftyde 



CHO-229 



3-methyi-5-phenylmethyllhiophe 
ne-2-carboxaldehyde 



CHO-232 



S-c/dopentytlriaphene-2-carbox 
aldehyde 



CHO-235 



d^netnyi-S-c/ciooencytmetriyttrt 
ophene-2-caiixixatdehyde 



CHO-218 



5-pr.enytrr.e<hYttniopherie-2-cart3 
cxaidefryde 



CHO-221 



5-phenyithlophef\e-2-carboxalde 
hyde 



CHO-224 



4-meihyl-5-pn3pylttvopl'.ene-2-c3 
rtoxaldehyde 



CHO-227 



5^/dopncpytmetfi^thiaphene-2 
cartx>xaidehyde 



CHO230 



^xethyl-S^heoytmethylthiophe 
ne-2 -csrboxaldehyde 



CHO-233 



4,5^itneftylth'cphene-2-cart30X 
aldehyde 



CHO-236 



n-propytthiophene-2-carboxald 
ehyde 

CHO-237 
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I MASTER 
BARCODi 


PLATI 
- ROW 


H PLATE 
COLUMIN 


r ~ NAME 1 




10717 
10717 


~_ A 


~" 2 


~ ^-^-etnoxybenzyhdenyD-b, Ad.bromo-2-indolinone 






A 


1 3 


J-Hll..en-2-yl)methylidenylj-5,7-dibromo-2. 
indolinone 




10717 


~" A 


1 5 


J-iV'-memyipyrroi-z-yljmethylidenylJ-SJ-clibromo^. 
indolinone 


10717 


A 


5 


J-v4- ( .u Q ro D en2yiidenyl)-5 1 /-dibromo-2-i n dolinone 


10717 


A 


6 


<H0ndol-3-yl)methylidenyl]-5,7-dibromo-2- 
indolinone 


10717 


A 


j 7 


o-iu-methylth.e;»-b.y|) m ethylidenyl]-5,7-dibromo.2- 
indolinone 


10717 


A 

A H 


' 8 


o-^-DromobenzyLdenyO-bJ-dibromo-Z-indolinone 






9 


. J-l(Pyrrol-2-y|) m ethylidenylj-5.7-dibromo-2- 
indolinone 


10717 


A [ 


To 


o-u-nydroxy-s-methoxybenzylidenyo-bj-dibromo- 
2-indoIinone 


10717 


A 


11 


J i^.^'Dromo-2 : rnethylpyrrol-5-yl)methylidenylJ- 
5,7-dibromo-2-indolinone 


10717 


B 


2 


^(^ethoxybenzyl.denyl)-5-iodo-2-indol«none 


10717 


B 


3 


o-Utnien-z-yljmethyhdenylj-S-iodo^-indolinone 


10717 " 


B 


4 


J-L(l-methylpyrroi^-yijmethylidenyl]-5-iodo-2- 
indolinone 


10717 ' 


B 


5 


J-(4-riuorobenzylidenyl)-5-iodo-2-indolinone 




B 


6 


o-mndoi-a-yOmethyHdenylj-S-iodo^-indoiinone 



# 
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t 



1 10717 

I i 
10717 


B 


I 7 


3-[(2-metnyitnien-5-y|)methy|idenyl]-5-iodo-2- 
indolinone 




-- -B 


8 


3-(4-bromobenzylidei.y|)-b-iodo-2-indolinone 


10717 




~J 9 


^UPyrroi-^yomethylide,i y ij-5- IO do-2-indo!ino n e 


10717 
10717 


i § 


I ™ 
1 11 


3-(2-hydroxy-6-methoxybenzylidenyl)-5-iodo-2- 
inaoiinone 


10717 


B 




J-i(j.4-dibrom 0 ^-memyipyrrol-b-yl)methylidenyl]:5- j 
iodo-2-indolinone 




C 


I 2 


J-(2-ethoxybenzylideny|).5-bromo^.methyl-"2TH 
inaoiinone s 


10717 


C 


I 3 


3-[(thien-2-yl;memyiidenyl]-5-bromo^-methyl^H 
indolinone 


10717 


■c 


[ 4 


3-[(1-methylpyrroi-2-yl)methylidenyl]-5-bromo"^H 
methyl-2-indolinone | 


10717 
10717 • 


c 


I 5 


J-(4-fluoro D enzyiidenyl)-b-bromo-4-methyl-2- 

indolinone I 




c 


6 


3-l(jndol-3-yl)mecnyiidenyl]-5-bromo^-methyT2H 
indolinone 


10717 


c 


7 


3-[(2-methylinien-5-yi)methylidenyl]-5-bromo-4.H 
metnyl-2-indolinone 


10717 | 
10717 


c j* 


§ I 


3-(4-brompoen2yiideny!)-b-bromo-4-methyl.2: 

indolinone 1 




c j 


9 


3-[(pyrrol-2-yl;metnyiidenyl].b-bromo^-methyT^H 
inaoiinone 


10717 


c 


10 


3-(2-hydroxy-o-methoxybenzylidenyl)-5-bromo-4-n 
methyl-2-indolinone 


10717 


c 


11 3 


-l^,4-dibromo^-metnyipyrrol.b-y|)methylidenyl].5-l 
bromo-4-methyI-2-indolinone 


10717 


D 


2 o 


>-(2-ethoxybenzynoenyi)-5-methylaminosulfonyl-2- 
indolinone 
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10717 



D 



10717 



10717 



"3-[(1-methylpyrrol-2-yi)metnyiiaenyll-5 
methylaminosulfonyl-2-indolinone 



3"-(4-nuorobenzylidenyl)-b-methylaminosuiiony.-2- 



indolinone 



a-Kindol-a-yOmethylidenyll-b-methylaminosuuor^l- 
2-indolinone 



"3-f(2-methylthien-5-yl)methylidenyll-5- 
methylaminosulfonyl-2-indolinone 



3-(4-bromobenzylidenyl)-b-methylaminosuironyl-2- 
indolinone 



10 



10717 



10717 



10717 



.[(DYrrol-2-yl)methyiidenyl]-5-methylaminosuuonyl- 
u ' * 2-indolinone 



'3-(2-hydroxy-6-metnoxybenzyliaenyu-5- 
methylaminosulfonyl-2-iridolinone 



3-(2-ethoxybenzylidenyl)-5-[4- 
(trinuoromethyl)phenylaminosuJfonyll-2-indohnone 



■3-Kthien-2-yl)methylidenyii-o-i:4 



(trifluoromethyl)phenylaminosulfonyll-2-indolinone 
3.((1-methylpyrrol-2-yl)methylidenyij-b-^-" 



(trifluoromethyl)phenylaminosulfonyl]-2-indpUnone 



10717 



3-r(indol-3-yl)methylideny»]-a-i4- 

(trinuoromethyl)Phenylaminosulfonyl]-24ndol.none 



34(2-methylth l en-b-yl)uielhyUdenyi]OH4 : 
(trinuoromethyl)phenylarninosulfonyll-2-.ndohnone 



"3-(4-bromobenzylidenyi)-&-i4- 
(trifluoromethyDphenylarninosulfonyll-2-.ndol.none 




Table 13 
(continued) 



1 10/17 


E 




I" 10717 


_ - -E 


a 


ttnnuoroniethyl)phenyl a minosulfonyl]-2-indo!inone 


| 10717 


E 


10 


j ^ uc,, y^mmosuifonyl]-2Hndoiinone 






11 


«-u *y i;h* ie nyiaminosulfonvl1-2- 
indolinone 


10717 
10717 


F 
F 


2 


1 iMuuijnons 


f 10717 


F 


3 




10717 


■ F 


4 


1 ^^^^'y^^u,yiKiBnylJ^rno^holinr 
1-yl)sulfonyl-2-indolinone 


10717 


F 


5- 


i ^ inaonnone 






6 


/■;oujiunyi-z£-inaolinone 


10717 
10717 


* F 
F 






j 10717 


F 


6 




f 10717 


F 


9 


^tPynol-2-ylJmethylidenyl]-5Kmo7phol^ 

yl)su fonyl-2-indnlinnna 






10 ~~ p 




| 10717 
I 10717 


F " 


11 a 


(morpholm-1-y )sulfonvl-9 fnHnim^« J 


r 10717 ~~ 


G " 
~~G 


2 


o-^-emoxybenzylidenyO-S^-chloroethyl)-!: 

indolinone 


10717 




3 "~ 


3-[(th, e „-^y,jmetnylidenyl]T- ( 2-chloroethyl)-2- ~ 
indolinone 




G 


4 


-Ui-methy|pyrroi-2-yl)methylidenylj-5-(2- 
chloroethyO-2-indoKnone 



o 
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10717 



10718 



10718 



10718 



10718 



10718 



10718 



10718 



mdolinone ' 



chloroethyl)-2-indolinone J ( 



10 



3-(4-Dromoben 2 y]idiH7i]^2^h^^ 
mdolinone 

mdolinone 



^2-hydfo>y-b- m ethoxy ben 2 yl,denyn.s.(2: 
chloroethyl)-2-indolinone 1 



11 



dibromo-2-indolinone ' ' 1 



^-mdolinone 



5.7-dibromo-2-indolinone 



3-H^-iiielliy|-j-ethoxycarbonvlfuran s ~ 
yOmethylidenylJ-SJ-dibromosSotone 



3-(4-cn IO ro-3- n itrobe^iyiidln7^ 
mdolinone 



3-v^-a.nyaroxy-3-methy^ 
dibromo-2-indolinone 



10 



3-i(turan-2-yl)methylidenylj-5: 7.dibro m o-2 - 



indolinone 



o 
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Continued) 



10718 



10718 



10718 



10718 



10718 



B 



B 



B 



B 



B 



B 



11 



10718 



3-l^-n IC roruran-5-yl)methyHde n y|j-5,7-dibromo-2- 
indolinone 



3-K^4-dirnethyl-j-ethoxycarbonylpyrrol-5: 
yOmethylideny!>WodWhdoliSone 



o-in-nydroxynapll ! -2-y l;methy|ldenylJ . 5 . jodo _ 2 _ 
indolinone 



iodo-2-indolinone 



y')methyl,denyl].5.fodo.2-indolinone 



3- U^J-Ju net! "oxycarbonyl-5-methylpyrroM- - 
yl)methylidenyl]- 5 -iodo-2-indoiinone 

^-^- C n l or 0 - 3 -n.trobe n zy.iidi? ry|)-6. l odo.2.indoli n one 



11 



3^(2, 



4- a .nyaroxy-3-melliyiben 2 ylidenyl)-5-iodo-27 
indolinone 



^U.u, d . l ^.y„ memy „ deny|] . 5. |odo . 2-indo|inQne 



J-[(2,4-dirnecnyi-i)-ethoxycarbonylDvrrol-5: 
yl)methylideny,]-5-bromo^methy" y 2S 



bromo-4-methyl-2-indolinone 



^-K^-methyl-j-etnoxycarbonvlfuran-S- 
yl)methylideny!j-5-bromo%- m ethySn2olm 
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Table 13 
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| 10718 
10718 


I ° 


7 


I wl ?" [( i 3 "?! memox y carbon yl-5-methylpyrrol-4-'' 
y0methy!denylJ-5-bromo^. m ethyl-2.iKnone 


10718 


J- .C 


8 


U-l4-cnioro-3-n.trobenzyl,denyl)-5-bromo4-methy|- 
2-indolinone 


10718 


c • 


9 


Uu,4-d.hydroxy-3.,Methylbenzylidenyl7.5-br 0m (M.H 
methyl-2-indolinone 


10718 


' c 


TO 


^-i(ruran-2-yl) m etnylidenyl].b-bromo^.meth y |-2- 1 
indolinone 


10718 


c 


11 


J-l(2-nitroruran-i>-yi)fnethylidenylJ-5-bro^io^4: 

methyl-2-indolinone 


10718 


D 


2 


yOmethyhdenylJ-S-methylaminosuSonyl'l. 
| indolinone | 


10718 


D 


3 


^HJ-Dromo^-hydroxy-b-methoxybenzyiidiHylFsn 
methylaminosulfonyl-2-indolinone 


I 10718 


D 


4 


f J-lv 1 -1 y^°xynaptn-2-y|)memylidenyll-5~ 

methylaminosulfony|-2-indolinone 


10718 • 


D 


5 


(ethoxycarbon^^ 

iiieinyiamiriosuifonyl-2-indo!inone 


10718 


D 


6 ~f 


vntfi 2 h^ l ' iy, ",f V ecnox ycarbonylfuran-5- 

yl)methyl.denyl] : 5.methylaminosulfony!-2- 

inn Ann $ 

ifiuonnone | 


10718 


D 


7 


J rn 2,3 ;?"y , 5 inoxycarDon y | - b - m ethylpyrrol-4- 

yl)methylidenyl] : 5-methylaminosulfony|-2- 

inaoiinone I 


10718 


D 


8 " 


o-^-cnioro-3-nitrobefi2ylidenyl)-5- 

methylaminosulfonyl-2-indolinone f 


f 10718 


D 


9 


3-(2,4-dihyaroxy-3-methylben2ylidenyl)-5- 

met.iylaminosuifonyl-2-indolinone 


' 10718 


D 
n 


10 : 


3 nUuran-2-yl)methylidenylj-5-me£hylaminosTnfo7^yiq 
2-indolinone 


10718 




1 


j-lU-nitroruran-5-yl)methylidenyll-5- 

methylaminosulfonyl-2-indolinone | 




E 


2 

(_( 


«3-[(2.4-dimemyi->j.etnoxycarbonylpyrroi:5: 

yl)methy!idenyl]-5-[4- 

tr.fluoromethyl)phenylaminosulfonyl]-2-indolinone 
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o-(jj-Dromo-2-hydroxy-b-methoxyben2ylidenyl)-5r4 



a-[(1-hydroxynaptfi-2-yl)methy!idenyil-5-f4: 

(tnnuorcmethyophenylaminosulfonylj^indoiinone 



^•etnoxycar bunyl- > i-(2-ethoxyc a rDon y |)ethvt-4 - 

l 4 -(tnfluoromethyl)phenylaminosulfonyl].2. 
a-[(2-methy|.3 i -eMx ^S rbony | furan , i 



>J-U2 1 3-dim Bl noxycarDonyl-b-methylpyrrol-4- ~ 

yl)methylidenyl]-5-[4- 
(^rome^ 



• 3-[(2-nuroruran-5-yi)methylidenvl?-5-f4': 

(tnfluoromethyOphenylaminosulfonySSindolinone 



J-l(^.4-dimetnyi-3-ethoxycarbonylDvrral-5." 

yOmethylidenylJ-SKmorpholin-^ylKnyl^- 
indolinone 



o-to-Dromo-^-hydroxy-b-methoxybenzylidenyD-S. 
(morpholm-l-yDsulfonyl^-indolinone ' 



a-td-yu.uxynapm-^yDmethy ToenylJ-^morpholin -: 
1-yl)sulfonyl-2-indolinone 



o- L ^.etn 0 xycar bo n y|-3-(2-ethoxycarbonyl)emyl^ 
( e ^°xycarbonyrmeth y i) P yrrol-5.J|J me ^S^ 
• (morpho!,n.1-y|) SU |f on y|.2 y .i J ndolinone y J 



3 -[(2-memyi-3-ethoxycarbonylfuran-5- — 

yl)methylidenyl]-5-(morpholin-1-y|)sulfonyl-2- 
indolinone 

yOmethyLdenylJ-S-fmorpholin-l-yl/sulfonyl-l 
indolinone 



^.- w , IO ro- J .n. t robenzylideny|)-5-(morpholin-l 
yl)sulfonyl-2-indolinone 



o 
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(continued) 



10718 



10718 



10718 



10718 



10718 



1U/18 G" 



10718 



10718 



10718 



10719 



10 



11 



(2-chloroethyl)-2-indo/inone ' 



3-[(1-nydro^napt^^ ^, ethy |, den „ 5 , (2 . - 
chloroethyl)-2-indo(inone 

3 -l^- f "ethy|- < i-ethoxycarbonvlfuran 



S-^^-ainyaroxy-a-methyTbenzyLdenyD-S-fZ 



10 



11 



indolmone 



3-U4-u l ,, yaoX yoen 2 ylide n y|): b ,/. dibromo . 2 ^ 
indolinone 



indolinone 



10719 



10719 



o 




7 
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5.7-dibromo-2-indolinone ' 

I J -^^.°-^methoxybenzy|,denyl).5,7-dibr-3?H55- 
indolinone 



3-(4-hy d.oxybenzylidenyD- b, /-d,bronio-2. 1i 



indolinone I 



10719 



10719 



10719 



10719 



10719 



10719 
10719 
10719 



10719 



10719 



B 



B 



B 



B 



B 



B 



B 



B 



8 



10 



11 



10 



^^-dimethyammobenzyiidi hyD-sj-dibromo: 
mdolinone 



3-(2-chloro^-„uoroben2y|,denyl)-5./-dibromo-2: 
mdolinone 



3 ' l4 - ,luor °- 2 -g^ 

dibromo-2-indolinone • 



3-^- ei noxy.3-metliuAybe 1 .2y| I denyO-5-iodo-2: 
indolinone 



^J^-utnyooxyDenzylide nyO-b-odo^-indolinone - 



3^2^-a l metnoxyb e n 2 ylid5nyO-b-,odo-2-indoliHbTe- 



3^,^ im etny l .3-e t hy|p ^ l . b . yUmeth , jde 
iodo-2-indolinone 



3-^.4,b-tnmethoxyben2ylidenyl)-5-iodo-2-" 



indolinon 



3-(4.), y ur 0 xyDen 2 yl,-denyl)- 5. IO do-2. ln dolinone 



S-^-a.methylai mnobenzylidenyO-S-iodo^. " 
indolinone 



3-^^n 10 ro-4-nuoroben2yl,denyl)-5-iodo-2: 
indolinone 



3-(3.„ lt r 00 en2yi.denyl)-5-,odo-2-indolinone- 
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indolinone 




indolinone 



3-(2,4-Q,metnoxyben2ylidg Ry| ) , 5 . bromo ^ 



indolinone 



•me thy 1-2- 



3^A4-dimethyl^ ^ u ,, b , )methy y 
bromo-4.methyl-2-indolinone ' 



3-U^.o-trimethoxyDen 2y iidenyl).5-bromo-4-. 
2-indolinone 



me thy I- 



indolinone 



3-^-o.methyiamu ioEIi *yl.denyl)-5-bromo-4r 
methyl-2-indolinone 



• ^v^-'^ro^-nuorobenzyKdenyD-S-bromo-^ 
methy|-2-indolinone 



o-io-nKroben 2 yliJeny|)-b-bromo-4.methyl-2- 
indolinone 



4-methyl-2-indolinone 



3 n H-e C noxy-3-methoxyben 2 ylidenyl)-5r 
methylam.nosulfonyl-2-indolinone 



^ J.4-dihyduxyben2ylidenyl)-5- " 
methylaminosulfonyl-2-indolinone 



3-(2 4-du neli ioxyben 2 ylidenyl)-5- 
methylaminosulfony|.2-indolinone 



methylam.nosulfonyl-2-indolinone 



3-^4.b-trimetlioxyben 2 ylidenyl)-5- 
methyIamfnosulfonyl-2-indolinone 



• G .45 • 

Table 13 
(continued) 



10719 




~~7 


I J -^-fiydroxybenzyl,d e ny|).5- m ethylammosulfonyl- | 
2-indolinone 


10719 
10719 


f D 


8 


\ 3-(4-dimetliylaminoben2ylidenyj)-5- 
methylaminosulfony|-2-indolinone 




D 


9 


j J -^-cnioro-4-fluorobenzylidenyl)-5- ' 
methylaminosulfonyl-2-indol{none 


10710 - 

10719 


-j— B 


1 TO' 


J-(J-n.trobenzyl.denyl)-5-methylaminosulfon"yl-2- 
indolinone 


10719 


0 


1 11 


J-l4-fluoro^ ninn uoromethy0benzyIidenyl1-5: 
methylammosulfony|-2-indo!inone 


10719 


E 


2 


n - n 3 " (4 " ethox y- 3 - met 1oxybenzylidenyl)-5-f4. 
(tnnuoromethyOphenylaminosulfonyljXindSnone 


10719 


E 


I 3 


/, •*> 3 "^' 4 " d,h y d °xyDenzylidenyl)-5-f4- H 
(tnfIuoromethyl)phenylaminosu!fonyl]-2-indolmone 




E 


4 


3 -(^.4-dimethoxyDenzylidenyl)-5-r4T \ 
[ (tnrluoromethyOphenylaminosulfonyV-2-indolinone 


10719 
10719 • 


E 


5 


°' U m 4 ? '•^ ethy, - J - eth y | Py rro| -5-yl)methylidenyl]-5- 1 
[4-(tnfl U oromethyl)phenylaminosulfonyl]-2- 

indnlinnno 


10719 r 


E 


6 


/f,-fl 3 " (2 '1' b ", tr,methox ybenzylidenyl)-5-[4- 
(tnfIuoromethyl)phenylaminosulfonyl]-2-indolinone 


10719 ■" 


E 


7 


„ a-(4-hydroxyDenzylideny|).5-r4. 
(tnfluoromethyl) P henylaminosuifonylj-2-i n do!inone 


10719 


E 


8 


3-(4-dimethylaminubenzylidenyl)-5-f4- 

(tnfluoromethyl)phenylaminosulfonylK-indolinone 


10719 


E 


9 


n n 3 ~ (2<hloro ^- flu °robenzylidenyl)-5-{4- 1 
(trinuoromethyl)phenylaminosulfonyl]-2-indolinone 


10719 


E 


10 


J-(3-nitrobenzylidenyl)-5-[4- 
(trinuoromethyl)ph e nyiaminosulfonyl]-2-indolinone 


10719 


P 

u. 


\ \ 


j-h-.iuoro^-tcnriuoromethyObenzylidenyll-S-uH 
(tnfluoromethyljphenylaminosulfony^-indol^one 




F 


2 ; 


^^emoxy-a-meu^xybenzylidenyo-s-fmorpholin-n 
1-yl)sulfonyl-2-indo!inone 



10719 



•10719 



10719 



10719 



10719 



10719 



- F 



~6~ 



9 



11 
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yl)sulfony|-2-indolinone 

•J-x^.- t -u, I r iei noxyDen2ylide. l y|)-b-( m0 rpholi n -ir 
yOsulfonyW-fndolinone 



(morphol. n -1-y|)sulfonyl-2-indolinone 



3-(Wtnmemogbenz ^ ylJ . s . ( h0|fn rp 
yl)su!fonyl-2.indolinone 



3K^yaroyben 2 ylidi ^i. b . (mo ho|in , i: - 
yl)sulfonyl-2-indolinone 



3^(4^ my ,3^ 

yl)sulfonyl-2-indolinone 



3-(2^hloro^-„uoro be n^ 

yl)sulfonyl-2-mdolinone 



10 | ^-l^-nifobenzylUenyO-^morpholin-T 

indolinone 



yl)sulfonyl-2- 
3^-r.uoro-2 : (trifluorom e thy |Jben2yl l denyll-5. ~ 



3-(4-etnoxy-3-n lell luxy benzylidenyl)-5-(2: 
chloroethyl)-2-indolinone 



10719 



10719 



10719 



^-v^H-uKnecnoxybenzylidenTi PbH^^hloroethyl)^ - 
indolinone 



(2-chloroethyl)-2-indolinone 



J -^^.°-tnme I noxyben 2 ylidi^ |j. 6 . (2 . ch | oroeth ,, - 
2-indolinone ' ' 



3-l^-nyaroxybenzylide-Hy|).5- ( 2^hloroethyl). 



indolinone 



3-^-a.metnyiami n abuizy|,de..yO- M 2-chloroethyl)-- 
2-indolinone 
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10719 



10719 



10719 



10720 



10720 



10720 



-A- —'- 



10 



11 



mdolinone 



mdolinone 



^-w,H-u l me mo »ybenzyil3 5ryO-b,/- d i bfomo 4 r 
mdolinone 



dibromo-2-indolinone 
d.bromo-2-indolinone 



indolinone 



2-indolinone 



-dibromo- 



3 " t(imida20| - f: ^^ 

mdolinone 



3 ~ (W ^^ 



^^^^ 

indolinone 



^-indolinone 



B 



10720 -- 



• B 



B 



10720 



10720 



10720 



10720 



10720 



10720 



o 



10 



J 48 
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3-Den 2 yiideny|. i} -,odo-2-indolinon-i 



mdolinone 



11 



3 UuMMuU-yDmetky^-^^-. 



2-indolinone 



indolinone 



methyl-2- 



^^^^ 



indolinone 



methyj-2- 



indolinone 
bromo-4-methy|-2-indolinone J 



10 



^(o- et nox7^.hydro|^iHiyT d en y| J .5. bromo4 



methyl-2-indolinone 
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3-t(imidazul-2-yljmelhy|idenylj-5-bromo-4: 
indolinone 




150 
Table 13 
(continued) 



laminosulfonyl]-2-indolinone 



yl)sulfonyl-2-indolinone 



mdolinone 



3-LK-methylm ei ^ptothien-5-yMmethvlidenvii g" 
o-u,4-aihydroxy-6-meth yibenzylidenvn s 




Table 13 
(continued) 



[ 10720 
•10720 


G 

c • G 


3 


o-^-nydroxy-2-meThoxyben2ylidenyl)-5-f2- 

chloroethy|)-2-indolinone 






4 


J-(a.4-climethoxyDen2y| ( -deny|)-5-(2-chloro e thyl)-2- 
mdolinone 


10720 


G~~ 


5 


o-(2-nydroxyDenzyiidenyl)-5-(2-chloroethylj-2- 
mdolinone 


— J 10720 - 

f 10720 


G 


6 


J-Denzyi,denyl-5-(2-chloroethyl)-2-indolinone 


r 10720 ' 


G 


7 


J4K-mecny.mercaptoth,en-b-y|)methylidenyli^72T- 
chloroelhyl)-2-indolinone 




G 


8 


J-(2 r 4-dihyar 0 xy-o-methylben 2 ylidenyl)-5.72: 

- chloroethyl)-2-indolinone 


P 10720 
I 10720 


G 


9 


T J -^-« in °/<y-4-nydroxyben2ylidenyl)-5-(2: 

chIoroethyl)-2-indolinone 




G 


10 


P J-(2-l 'yuroxyo-metfioxybenzyHdenyD-S-ff: 

chloroethyi)-2-indolinone 


| 10720 


G 


11 


^ U m. a azo^- y i)methy| l denylJ-5K2<hloroithyiF2Ti 
indolinone 


j 10721 


A 


2 | 


^(i-methylbenzim.dazoW-yOmethylidenyll-rTH 
dibromo-2-indolinone ■ 


10721 
10721 


A 


3 f 


o-i^-cnioro-1-methylpyr azo |-3-y|)methylidenyl]-5 7-1 
dibromo-2-indolinone 


10721 


A 


4 f 


3-[(2,3-dimethylthien-5-y|) me thy|idenyli-5 7: 

dibromo-2-indolinone ' I 




A 


5 


^-IH.&.ey-tetranyaro.ndol^-yDmethylidenyll.STH 
dibromo-2-indolinone 


10721 
10721 


A 


6 ~ 


o n o-c;n l orornetnyl-2-hydroxy-b-n l troben2ylidenyl)- 
5,7-dibromo-2-indolinone 


10721 


A 


7 


l ^- J ,lul u[l 1,ei '- b -y0methylidenyl]-5 J^JibroSo^H 
indolinone I 




A 


8 


J-K^^^imemyipyrroi-s-yOmethylidenyll-SJ- 
dibromo-2-indolinone 
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10721 



10721 



10721 



10721 



10721 



10721 



10721 



10721 



B 



B 



B 



B 



B 



B 



B 



B 



B 



10 



3-(3-bromo-5-t-butyl-4-hydroxybenzylidenyl)-5 
dibromo-2-indolinone 



3-(3,5-di-t-bucyi-«-nydroxyben2ylidenyn-5" 
dibromo-2-indolinone 



|3-K4,&,6 > 7-t2tranyaroindol-2-yl)methyl.denyl]-5-iodo- 
2-indolinone 

c»-(3-chloromethyl-2-hydroxy-5-nitroben2ylidenyl)-5: 
iodo-2-indolinone 



3-l(ii-chlorothien-b-yl)methylidenylJ.5.iodo-2- 
indolinone 



9 



10 



3-l(i,4-dimetnyipyrroi-5-yl)methylidenyl]-5.iodo-2- 
indolinone 

^-t-°ucyw-nydroxybenzylidenyl)-5-iodo-2- 
indolinone 

J-lJ-Dromo-5-t-butyl-4-hydroxyben 2 ylidenyl)-5-iodo-| 
2-indolinone 



11 



^(^u.-t-Du^-nydrcxybenzylidenylJ-S-iodo^- 
indolinone 



3-[( I -, , ««« «y iDenzimiaa 2 o|.2-y |)methy lidenyll-5: 
bromo-4-methyl-2-indolinone 



J-U4-chloro-1-mecnyipyra2o[-3-yl)methylidenyl].5-~ 
bromo-4-methyl-2-indolinone 



3-[(2,3-dimethyitnien-5-yl)methylidenylJ-5-bromo-4- 
methyl-2-indolinone 
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10721 



10721 



10721 



10721 



10721 



10721 



10721 



10 



=»-i^.o.b,/-tetrahydro l ndol-2-yl)methylidenyl]-5: 
bromo-4- me ihy|.2-indolinone 



3^niorome^^ uxy . 6 . nitroben ,. de - 
bromo-4-methyl-2-indo!inone 



^-cmorocn.en-5-yl), , lelhyl.denylj-S-bromo-^ 
methyl-2-indolinone 



3-[(2,4-a, m etnylpyrrol-py| )melhyllde 
methyI-2-indolinone 



11 



3-(3-bromo-^t-Dutyl-4-| iydroxyben2y|ide , s; 
bromo-4-methy|-2.indolinone 



3nn-methylben^,m.da 2 ol-2-y|)methylidenyl]-5: 
methyfam.nosulfonyl-2-indolinone 



mathylaminosulfonyl-2-indolinone 



•3- l u,a-dimethylth.en-5-y|)methylidenyn-5: 
methylaminosulfonyl-2-indolinone 



10 



i " l ^ ,0 £orK e ! rahydr0,nd0, - 2 -y | J meth y | Wenyl]-5-- 
me hyIaminosulfonyl-2-indolinone 



3-(o- C n 1 o™m e tny|.2-J, y d ! oxy-5-n I trobenzylidenylJ-5- 
methylaminosulfony!-2-indolinone 



3-Hii-chlorotliieii-b-yl)methylidenyl]-5-" 
methylaminosulfonyl-2-indolinone 



3-[(k;,4.climethylpyrrol-5-yljmethylidenyll-5: 
methylaminosulfonyl-2-indolinone 



3-(3-l-buiy I-4-I iy droxybenzylidenyl)-5 
methylaminosulfonyl-2-indolinone 



3-(3-b! oi i 'o-M-butyl-4-hydroxyben2y!idenyl)-5- " 
melhylaminosulfony|-2-indolinone 




Table 13 
(continued) 



10721 


D 


11 


3-(3,5-di-t-butyl-4-hydroxybenzylidenyl)-5- j 
methylaminosulfonyl-2-indolinone j 


10721 


• E 


2 


3-((1-methylbenzimidazol-2-yl)methylidenyl]-5-{4- 
(trifluoromethyl)pheny!aminosulfonyl]-2-indolinone 


10721 

> 


E 


3 


3-[(4-chloro-1-methylpyrazol-3-yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10721 


E 


4 


3-[(2.3-dimethylthien-5-yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10721 


E 


5 


3-[(4.5,6,7-tetrahydroindol-2-yl)methylidenyll-5-[4- 
(trifluoromethyl)phenylaminosulionyl]-2-indolinone 


10721 


E 


6 


3-(3-chloromethyl-2-hydroxy-5-nilrobenzylidenyl)-5- 
I4-(trifluoromethyl)phenylaminosulfonyl]-2- 

indolinone i 


10721 


E 


7 


3-[(2-chlorothien-5-yl)methylidenyl)-5-[4- j 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10721 


E 


8 


3-l(2,4-dimethylpyrrol-5-yl)methylidenyll-5-[4- j 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10721 


E 


9 


3-(3-t-butyl-4-hydroxybenzylidenyl)-5-[4- J 
(trifluoromethyl)phenylaminosulfonyl]-2-indoIinone 


10721 


E 


10 


3-(3-bromo-5-t-butyl-4-hydroxybenzylidenyl)-5-[4- j 
(trifluoromethyl)phenyIaminosulfonyl]-2-indolinone 


10721 


E 


11 


3-(3,5-di-t-butyl-4-hydroxybenzylidenyl)-5-l4- 
(trifiuoromethyl)phenylaminosuIfonyl]-2-indolinone 


10721 


F 


2 


3-[(1-methylbenzirnidazol-2-yl)methylidenyl]-5- 
(morpholin-1-yl)sulfonyl]-2-indolinone I 


10721 


F 


3 


3-[(4-chloro-1 -methylpyrazol-3-yl)methylidenyl]-5- 
(morpholin-1-yl)su!fonyl)-2-indolinone j 


10721 


F 


4 


3-[(2,3-dimethylthien-5-yl)methylidenyl]-5- 
(morpholin-1-yl)suifonyl]-2-indolinone 


10721 


F 


5 


3-t(4,5,6,7-tetrahydroindol-2-yl)methylidenyl]-5- 
(morpho!in-1-yl)sulfonyl]-2-indolinone j 


10721 


F 


6 


3-(3-chloromethyl-2-hydroxy-5-nitrobenzylidenyl)-5- 
(morpholin-1-yl)sulfonyl]-2-indolinone 




Table 13 
(continued) 



1 10721 


F 


7 


3-[(2-chlorothien-5-y!)methylidenyl]-5-(morphoiin-1- 
yl)sulfony!]-2-indolinone 


J 10721 


• F 


8 


3-[(2.4-dimethylpyrroI-5-yl)methylidenyl]-5- 
(morphoiin-1-yl)sulfonyl]-2-indolinone 


j 10721 


F 


9 


3-(3-t-butyl-4-hydroxybenzylidenyl)-5-(morpholin-1- 
yl)sulfonyl]-2-indolinone 


10721 


F 


10 


3-(3-bromo-5-t-butyl-4-hydroxybenzylidenyl)-5- 
(rnorpholin-1-yl)sulfonyl]-2-indo!inone 


| 10721 . 


F 


11 


3-(3,5-di-t-butyl-4-hydroxybenzylidenyl)-5- 
(morpholin-1 -yl)sulfonyl]-2-indolinone 


p 10721 


G 


2 


3-[(1^methylbenzimidazol-2-yl)methylidenyl]-5-{2- 
chloroethyl)-2-indolinone 


j 10721 


G 


3 


3-[(4-chloro-1 -methy lpyrazol-3-yl)methylideny l]-5-(2- 
chloroethyl)-2-indolino'ne 


10721 


G 


4 j 


3-t(2,3-dimethylthien-5-yl)methylidenyl)-5-(2- j 
chloroethyl)-2-indolinone | 


10721 


G 


5 


3-[(4,5,6,7-tetrahydroindol-2-yl}methyl;denyl]-5-(2- 
chloroethyl)-2-indolinone 


| 10721 


G 


6 


3-(3-chlorornethy!-2-hydroxy-5-nitrobenzylsdenyl)-5- 
<2-chloroethyl)-2-indolinone 


10721 


G 


7 


3-[(2-chlorothien-5-yl)methylidenyl]-5-(2- 
chloroethyl)-2-indolinone 


| 10721 


G 


8 


3-[(2,4-dtmethylpyrrol-5-yl)methylidenyl]-5-(2- 

chloroethyl)-2-indolinone I 


10721 


G 


9 


3-(3-t-butyl-4-hydroxybenzylidenyl)-5-(2- 

chloroethyl)-2-indolinone ! 


10721 


G 


10 


3-(3-bromo-5-t-butyl-4-hydroxybenzylidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10721 


G 


11 


3-(3,5-di-t-butyl-4-hydroxybenzylidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10722 


A 


2 


S-CS-t-butyM-hydroxy-S-nitrobenzylidenyO-SJ- 
dibromo-2-indolinone 




Table 13 
(continued) 



10722 


A 


3 


3-(2,4,6-trihydroxybenzylidenyl)-5,7-dibromo-2- 
indolinone 


•10722 - 


• A 


4 


3-t(2-nitrothien-5-yl)methylidenyl]-5,7-dibromo-2- 
indolinone 


10722 

1 I 


A 


5 


3-(4-carboxybenzylidenyl)-5,7-dibromo-2-indolinone 


10722 


A 


6 


3-(2,4-difluorobenzylidenyl)-5,7-dibromo-2- 
indolinone 


10722 


A 


7 


3-(3,5-dimethyl-4-hydroxybenzylidenyl)-5,7- 
dibromo-2-indo!inone 


10722 ; 


A 


8 


3-(3-t-butyl-5-ch!oro-4-hydroxybenzylidenyl)-5,7- 
dibromo-2-indoIinone 


10722 


A 


9 


3-[(2-nitrothien-4-yl)methylidenyl]-5,7-dibromo-2- 
indolinone 


10722 


A 


10 


3-(4-di-n-butylaminobenzylidenyl)-5,7-dibromo-2- 
indoltnone 


10722 


A 


11 


3-[4-(trifluoromethyl)benzylidenyl]-5,7-dibromo-2- 
indolinone 


10722 


8 


2 


3-(3-t-butyl-4-hydroxy-5-nitrobenzylidenyl)-5-iodo-2- 
indolinone 


10722 


B 


3 


3-(2,4,6-trihydroxybenzylidenyl)-5-iodo-2-indolinone 


10722 


B 


4 


3-[(2-nitrothien-5-yl)methylidenyl]-5-iodo-2- 
indolinone 


10722 


B 


5 


3-(4-carboxybenzylidenyl)-5-iodo-2-indolinone 


10722 


B 


6 


3-(2,4-difluorobenzylidenyl)-5-iodo-2-indolinone 


10722 


B 


7 


3-(3,5-dimethyl-4-hydroxybenzylidenyl)-5-iodo-2- 
indolinone 


10722 


B 


8 


3-(3-t-butyl-5-chloro-4-hydroxybenzylidenyl)-5-iodo- 
2-indolinone 
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10722 



10722 



10722 



10722 



10722 



10722 



10722 



10722 



10722 



10722 



B 



B 



B 



10 



3-[(2-nilrothien-4-yl)methylidenyll-5-iodo-2- 
indolinone 



3-(4^i-n-butylaminobenzylidenyi)-5-iodo-2- 
indolinone 



11 



3-[4-(lrifluoromethy!)benzylidenyl]-5-iodo-2- 
indolinone 



3-(3«t-butyl-4-hydroxy-5-nitrobenzylidenyl)-5- 
dibromo-4-methyl-2-indolinone 



a^^.e-trihydroxybenzylidenyO-S-dibromo^- 
methyl-2-indoIinone 



3-[(2-nitrothien-5-yl)methylidenyl]-5-dibromo-4- 
methyl-2-indolinone 



3-(4-carboxybenzylidenyl)-5-dibromo-4-methyl-2- 
indolinone 



S^^-difluorobenzylidenyO-S-dibromo^-methyl^- 
indolinone 



3-(3,5-dimethyl-4-hydroxybenzylidenyl)-5-dibromo- 
4-methyl-2-indolinone 

3-(3-t-butyl-5-chloro-4-hydroxybenzylidenyl)-5- 
dibromo^-methyl-2-indolinone 



10722 



3-[(2-nitrothien-4-yl)methy!idenyl]-5-dibromo-4- 
methyl-2-indolinone 



10722 



1 0 | 3-(4-di-n-butylaminobenzylidenyl)-5-dibromo-4- 

methyl-2-indolinone 



10722 



10722 



10722 



10722 



11 



3-[4-(trifluoromethyl)benzylidenyl]-5-dibromo-4- 
methyl-2-indolinone 



3-(3-t-butyl-4-hydroxy-5-nitrobenzylidenyl)-5- 
methyiaminosulfonyl-2-indoIinone 



3-(2,4,6-trihydroxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 



3-[(2-nitrothien-5-yl)methyiidenyl]-5- 
methylaminosulfonyI-2-indoIinone 
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10722 I 


D 


5 : 


3-(4-carboxybenzylidenyl)-5-methylaminosulfonyl-2- 
indolinone 


10722 -- 


• D 


6 


3-(2,4-difluorobenzylidenyl)-5-methylaminosulfonyl- 
2-indolinone 

t— II ivj \J 111 i\j | ic 


10722 

i 1 


D 


7 


S-^SnjimethyM-hydroxybenzylidenylJ-S- 

mpthvlamino^i i!fnn\/1-9-infIolinonB 

1 1 IC It t V lull 111 iUgUHUl IV 1^11 IUU 1 1 1 Iwl Iw 


10722 


D 


8 


3-(3-t-butyl-5-chloro-4-hydroxybenzylidenyl)-5- 

1 1 leu iy icu i in luduuvji ly 1^.11 iuuiii iui ic 


10722 


D 


9 


3-[(2-nitrothien-4-yI)methyiidenyl]-5- 

1 licit ly lai 1 in iuou 1 lui iy 1 ^ 11 iuuiii *c 


10722 


D 


10 


3-(4-di-n-butylaminobenzylidenyl)-5- 
rTieinyiarHinu5Unonyi-^"inQ ic 


10722 | 


D 


11 


3-[4-(trifluoromethyl)benzylidenyl]-5- 
lusinyiarninQsuuonyi-*^ 


10722 


E 


2 


3-(3-t-butyl-4-hydroxy-5-nitrobenzylidenyl)-5-[4- 
iTiuororneinyijpnenyiarn iuuw iui ic 


10722 


E 


3 


3-(2,4,6-trihydroxybenzyiidenyl)-5-[4- 

/ trifl i lorrvm^thvnnhpnx/lsirTiino^t llfonvll-2-indolinonS 

l U 1 1 1U Ul VJl 1 ICU iy iJtJ* ICI iy lOl 1 III lUOUII Ul iy 1J £» hiuvhiiwmw 


10722 


■ E 


4 


* 3-[(2-nitrothien-5-yl)methylidenyl]-5-[4- 

/frifli inrnmpinwnnhpn\/!arninn<;tilfonvll-2-indoIinonS 
i li ii iuui uii iwii iy lypi ici iy lai i in iuouii ui i j ij *. n iww»n tw 


10722 


I E 


5 


3-(4-carboxybenzylidenyl)-5-[4- 
/triniiornmpthvnnhenvlarriinosulfonvn-2-indoIinorie 

i ii iiiuwi ui i icu iy i/pi ici iy iai i in iwouuwi ij ij i»iviwm»w»iw 


10722 


E 


6 


3-(2 ? 4-difluorobenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoIinone 


10722 


E 


7 


3-(3,5-dimethyl-4-hydroxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenyIaminosulfonyl]-2-indolinone 


10722 


E 


8 


3-(3-t-butyl-5-chloro-4-hydroxybenzylidenyl)-5-[4- 
(trifluoromethyI)phenyiaminosulfonyl]-2-indolinone 


10722 


E 


9 


3-[(2-nitrothien-4-yl)methylidenyl]-5-[4- 
(trifIuoromethyl)phenyIaminosuifonyl]-2-indoIinone 


10722 


E 


10 


3-(4-di-n-butylaminobenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfony!]-2-indolinone 



o 
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10722 



11 



3-[4-(trifluoromethyl)benzylidenyl]-5-[4- 
(trifluorornethyl)phenylaminosulfonyl]-2-indolinone 



10722 



10722 



3-(3-t-butyl-4-hydroxy-5-nitrobenzylidenyt)-5- 
(morpholin-1-yl)aminosulfonyl-2-indoiinone 



S^^.e-trihydroxybenzylidenyO-S-Cmorpholin-l- 
yl)aminosulfonyl-2-indolinone 



10722 



3-[(2-nitrothien-5-yl)methy[idenyl]-5-(morphoiin-1- 
yl)aminosu!fonyl-2-indoiinone 



10722 



. 3-(4-carboxybenzylidenyl)-5-(morpholin-1- 
y!)aminosuIfonyl-2-indolinone 



10722 



10722 



10722 



3-(2,4-difluorobenzyiidenyl)-S-(morpholin-1- 
yI)aminosuIfonyl-2-indo!inone 



3-(3,5-dimethyI-4-hydroxybenzylidenyl)-5- 
(morpholin-1-yI)aminosulfonyl-2-indolinone 



3-(3-t-butyl-5-chloror4-hydroxybenzylidenyl)-5- 
(morpholin-1-yl)aminosulfonyI-2-indolinone 



10722 



3-[(2-nitrothien-4-yl)methylidenyi]-5-(morpho!in-1 - ■ 
yl)aminosuIfonyI-2-indoIinone 



10722 



10722 



10722 



10 



3-(4-di-n-butyiaminobenzylidenyl)-5-(morpholin-1- 
yl)aminosulfonyl-2-indolinone 



11 



3-[4-(trinuoromethyl)benzylideny!]-5-(morpholin-1- 
yI)aminosulfonyI-2-indolinone 



3-(3-t-butyM-hydroxy-5-nitrobenzylidenyl)-5-(2- 
chioroethyl)-2-indolinone 



10722 



3-(2 ( 4 l 6-trihydroxybenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 



10722 



10722 



10722 



3-[(2-nitrothien-5-yl)methylidenyl]-5-(2-chloroethyl)- 
2-indolinone 



3-(4-carboxybenzyIidenyl)-5-(2-ch!ofoethyl)-2- 
indolinone 



3-(2 ( 4-difIuorobenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 
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10722 


G 


7 


3-(3,5-dimethyl-4-hydroxybenzylidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10722 -_ 


. G 


8 


3-(3-t-butyl-5-chloro-4-hydroxybenzylidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10722 


G- 


9 


3-[(2-nitrothien-4-yl)methylidenyl]-5-(2-chloroethyl)- 
2-indoIinone 


10722 


G 


10 


3-(4-di-n-butylaminoben2ylidenyl)-5-(2-chloroethyl)- 
2-indolinone 


10722 


G 


11 


3-[4-(trifluoromethyl)benzylidenyl]-5-(2-chloroethyl)- 
2-indolinone 


10723 


A 


2 


3-(2.3,4-trihydroxybenzylidenyl)-5,7-dibromo-2- 
indolinone 


10723 


A 


3 


3-(2-hydroxy-3-methoxybenzylidenyl)-5,7-dibromo- 
2-indolinone 


10723 


A 


A 


3-(3-bromo-4,5-dihydroxybenzylideny!)-5 t 7- 
dibromo-2-indoIinone 

Wl Wt 1 IVrf 1 1 1 1 % 1 IS/I 1 w 


10723 


A 


5 


S^S^-diacetoxybenzylidenyiJ-SJ-dibromo-Z- 
indoiinone 


10723 • 


A 


6 


3-(4-hydroxy-3-methylben2y!idenyl)-5,7-dibromo-2- 
indolinone 


10723 


A 


7 


. 3-(2-bromoben2yIidenyl)-5 ( 7-dibromo-2-indolinone 


10723 


A 


8 


3-(2 l 4-dihydroxybenzylidenyl)-5 l 7-dibromo-2- 
indoiinone 


10723 


A 


9 


3-(2-hydroxy-4-methoxybenzylidenyl)-5,7-dibromo- 
2-indolinone 


10723 


A 


10 


3-(3-bromobenzylidenyl)-5,7-dibromo-2-indolinone 


10723 


A 


11 


S^.S-di-t-butyW-hydroxybenzyiidenyO-SJ- 
dibromo-2-indolinone 


10723 


B 


2 


3-(2,3 ( 4-trihydroxybenzylidenyl)-5-iodo-2-indolinone 




Table i3 
(continued) 



f 10723 I 


B 


3 


3-(2-hydroxy-3-methoxybenzylidenyl)-5-iodo-2- 
indolinone 


j .10723 


B 


4 


3-(3-bromo-4,5-dihydroxybenzylidenyl)-5-iodo-2- 

inrlnltnnnp 


10723 


B 


5 


3-(3,4-diacetoxybenzylidenyl)-5-iodo-2-indo!inone 


10723 | 


B 


6 


3-(4-hydroxy-3-methylbenzyIidenyl)-5-iodo-2- 

uiuwiii iui its 


10723 


B 


7 


3-(2-bromobenzylidenyl)-5-iodo-2-indolinone • 


10723 


B 


8 


S^^-dihydroxybenzyiidenylJ-S-iodo^-indolinone 


10723 


B 


9 


3-(2-hydroxy-4-methoxybenzylidenyI)-5-iodo-2- 

I n /~k ! I t~\ o 

inuoiinons 


10723 


B 


10 


3-(3-bromobenzylidenyl)-5-iodo-2-indolinone 


10723 


B 


11 


3-(3,5-di-t-butyl-2-hydroxybenzy!idenyl)-5-iodo-2. 
indoltnone 


'( 10723 


C 


2 


S^.S^-trihydroxybenzylidenyO-S-bromo-^-methyl- 

4L~U 1UUIII Iwl Iw 


10723 


c 


3 


3-(2-hydroxy-3-methoxybenzylidenyl)-5-bromo-4- 

mothv/l-O-inHolinon© 
1 1 icu ly i~^.~n luuiii iwi ic 


10723 


c 


4 


3-(3-bromo-4,5-dihydroxybenzylidenyl)-5-bromo-4- 
methvl-2-indolinone 

1 1 IC \l IV 1 H 1 VI Wl II IWI IW 


10723 


• c 


5 


S^S^-diacetoxybenzylidenyO-S-bromo^-methyW- 
indolinone 

III VJ VI II 1 w 1 • w 


10723 


c 


6 


3-(4-hydroxy-3-methytbenzylidenyl)-5-bromo-4- 
melhyl-2-indolinone 


10723 


c 


7 


3-(2-bromobenzylidenyl)-5-bromo-4-rnethyl-2- 
indolinone 


| 10723 


c 


• 8 


3-(2,4-dihydroxybenzylidenyl)-5-bromo-4-methyl-2- 
indolinone 
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10723 


C 


9 I 


3-(2-hydro!cy-4-methoxybenzylidenyl)-5-bromo-4- j 

mAihul.^-inrfnlinonp I 

1 1 ICM l j l*^*H IUwIII Iwl 1 


10723 


C 


10 


3-(3-bromobenzylidenyl)-5-bromo^-methy!-2- I 
indolinone 


10723 

> 


C 


11 


S-Ca^-di-t-butyl^-hydroxybenzylidenyO-S-bromo^- 
methyl-2-indolinone 1 


10723 


D 


2 


a-tZ^^-trihydroxybenzylidenyO-S- | 
methylaminosulfonyI-2-indolinone 


10723 


D 


3 


3-(2-hydroxy-3-methoxybenzylidenyl)-5- ~~j 
methylaminosuIfonyl-2-indoIinone j 


10723 


D 


4 


3-(3-bromo-4 t 5-dihydroxybenzylidenyl)-5- 

methyIaminosulfonyl-2-indolinone 1 


10723 


D 


5 .. 


3-(3,4-diacetoxybenzy!idenyl)-5- 
methylaminosuIfonyl-2-indolinone 


10723 


D 


6 


3-(4-hydroxy-3-methy)benzylidenyl)-5- 

methylaminosulfonyt-2-indolinone J 


10723 


D 


7 


3-(2-bromobenzyIidenyl)-5-methylamindsulfonyl-2- 
indolinone l 


10723 


D 


8 


j 3-(2,4-dihydroxybenzy!idenyl)-5- 
metnylaminosulfonyi-^-inaounone 


10723 


D 


9 


[ 3-(2-hydroxy-4-methoxybenzylidenyl)-5- j 

1 . _i.i_.-i ; — - . i r — — . . . i o inHnlinnno 1 

I rnetnyiarninosuironyi-z-inaounone 


10723 


D 


10 


3-(3-bromobenzylideny0-5-methylaminosulfonyl-2- 
inaoimone i 


10723 


D • 


11 


3-(3,5-di-t-butyl-2-hydroxybenzylidenyl)-5- 
i nrisinyiarTiinosuiiony i-x-n iuuui iwuc i 


10723 


E 


2 


3-(2,3,4-trihydroxybenzylidenyl)-5-[4- 
(trinuoronr»ethyl)phenylaminosulfonyl]-2-indolinone 


10723 


E 


3 


3-(2-hydroxy-3-methoxybenzylidenyl)-5-[4- 1 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10723 


E 


4 


3-(3-bromo-4.5-dihydroxybenzyhdenyl)-5-[4- 
(trifluoromethyl)pheny!aminosulfonyl]-2-indolinone 



o 
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10723 



3-(3,4-diacetoxybenzylidenyl)-5-[4- 
(trinuoromethyl)phenylaminosulfonyl]-2-indoIinone 



10723 



10723 



10723 



3-(4-hydroxy-3-methy!benzylidenyl)-5-[4- 
(trifluoromelhyl)phenylarninosuIfonyl]-2-indolinone 



3-(2-bromobenzylidenyl)-5-[4- 
i;trifluoromethyI)phenylaminosulfony!]-2-indolinone 



3-(2,4-dihydroxybenzylidenyl)-5-[4- 
(trifluoromethyI)phenylaminosulfonyl]-2-indolinone 



10723 



3-(2-hydroxy-4-methoxybenzylidenyl)-5-[4- 
(trifluoromethyI)phenylaminosuifony!]-2-indoIinone' 



10723 



10723 



10 



3-(3-bromobenzyIidenyl)-5-[4- 
(trifluoronnethyi)phenylaminosulfonyl]-2-indolinone 



11 



3-(3,5-di-t-butyl-2-hydroxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyi]-2-indolinone 



10723 



a^.s^-trihydroxybenzylidenyO-S^morpholin-l- 
yl)aminosulfonyl-2-indoIinone 



10723 



10723 



3-(2-hydroxy-3-methoxybenzylidenyl)-5-(morpholin- 
1-yl)aminosulfonyl-2-indoIinone 



- 3-(3-bromo-4,5-dihydroxybenzylidenyl)-5- 
(morphoIin-1-yl)aminosulfonyl-2-indolinone 



10723 



3-(3,4-diacetoxybenzylidenyi)-5-(morpholin-1- 
yl)aminosulfonyl-2-indolinone 



10723 



3-(4-hydroxy-3-methylbenzylidenyl)-5-(morpholin-1- 
yl)aminosu!fonyI-2-indolinone 



10723 



10723 



10723 



10723 



3-(2-bromobenzylidenyl)-5-(morpholin-1- 
yl)aminosulfonyl-2-indo!inone 



3-(2,4-dihydroxybenzylidenyl)-5-(morpholin-l- 
yl)aminosulfonyl-2-indo!inone 



10 



3-(2-hydroxy-4-methoxybenzylidenyl)-5-(morpholin- 
1 -yl)aminosulfonyl-2-indo!inone 



3-(3-bromobenzylidenyl)-5-(morpholin-1- 
yl)aminosuIfonyI-2-indolinone 



• o % 
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10723 


F 


11 


3-(3,5-di-t-butyl-2-hydroxybenzylidenyl)-5- 
(morpholin-1-yl)arninosulfony!-2-indolinone 


• '10723 -_ 


. G 


2 


3-(2,3 l 4-trihydroxybenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10723 


G 


3 


3-(2-hydroxy-3-methoxybenzyIidenyl)-5-(2- 
chloroethvh-2-indolinone 

W t |l W 1 W W Wl IT 1 J £p» III S» «rf 11 1 i ^» * * 


10723 


G 


4 


3-(3-bromo-4,5-dihydroxybenzyliGsnyl)-5-(2- 
rhlnrnpth\/n-9-indG!inonfi 


10723 


G 


5 


3-(3,4-diacetoxybenzylidenyl)-5-(2-chlo.roethyl)-2- 

indnlinnnp 


10723 


G 


6 


3-(4-hydroxy-3-methylbenzylidenyl)-5-(2- 
rhloropthvn-2-indoHnons 


10723 


G 


7 


3-(2-bromobenzylidenyl)-5-(2-chloroethyl)-2- j 

it luuiinut ic 


10723 


G 


6 


3-(2,4-dihydroxybenzylidenyl)-5-(2-cntoroethyl)-2- 

inHnlinnno 


10723 


G 


9 


3-(2-hydroxy-4-methoxybenzyIidenyl)-5-(2- 
rh!aroethvh-.2-indolinone 


• 10723 


G 


10 


3-(3-bromobenzylidenyl)-5-(2-chlorcethyl)-2- 

indnlinnnp 


10723 


G 


11 


. 3-(3,5-di-t-butyl-2-hydroxybenzylider.yl)-5-(2- 

r , hlnmothv/n»^ ..inHnlinnnP 


10724 


A 


2 


S-KI-dimethylaminonapth^-yOmethylidenyll-SJ- 
dibromo-2-indoIinone 

W 1 W 1 \J 1 1 I W III w Vbf 1 111 ■ ■ *-»* 


10724 


A 


3 


3-(4-hydroxy-3-nitrobenzylidenyl)-5,7-dibromo-2- 
indolinone 


10724 


A 


4 


3-(3-hydroxy-4-nitrobenzylidenyl)-5 t 7-cibromo-2- 
indolinone 


10724 


A 


5 


3-((8-hydroxy-2,3 t 6,7-tetrahydro-1H,5H- 
benzo[ij]quinolizin-9-y!)methyiidenyi]-5 ( 7-dibromo-2- 
indolinone 


10724 


A 


6 


3-(3,5-diisopropyl-4-hydroxybenzyliaenyl)-5,7- 
dibromo-2-indo!inone 



o 



• 
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10724 



10724 -- 



10724 



10724 



10724 



10724 



10724 



10724 



10724 



10724 - 



10724 ... 



10724 



10724 



10724 



10724 



10724 



B 



B 



B 



B 



B 



B 



B 



3-[(ben2o[b]furan-2-yl)methylidenyl]-5,7-dibromo-2- 
indolinone 



10 



11 



3-[[1-(4-chlorophenyl)pyrrot-2-yl)methylidenyl]-5,7 
dibromo-2-indolinone 

3-[(2-ethylfuran-5-yl)methylidenyl]-5.7-dibromo-2- 
indolinone 



3-[(3.4-dimethylthieno[2,3-b]thien-2- 
yl)methylidenyl]-5,7-dibromo-2-indolinone 



3-[(1-dimethylaminonapth-4-yl)methylidenyll-5-iodo- 
2-indolinone 



3-(4-hydroxy-3-nitrobenzylidenyl)-5-iodo-2- 
indolinone 



3-(3-hydroxy-4-nitrobenzylidenyl)-5-iodo-2- 
indolinone 



3-t(S-hydroxy-2.3 k 6.7-tetrahydro-1H.5H- 
Benzotij]quinolizin-9-yl)methylidenyl]-5-iodo-2- 
• indolinone 



3-(3,5-diisopropyl-4-hydroxybenry!idenyl)-5-iodo-2- 
indolinone 



10 



11 



3-[(benzo[b)furan-2-yl)methylidenyl)-5-iodo-2- 
indolinone 

'3-t(1-(4-chlorophenyl)pyrrol-2-yl]methylidenyij-t>- 
iodo-2-indolinone 



3-[(2-ethylfuran-5-yl)methylidenyl]-5-iodo-2- 



indolinone 



3-[(3,4-dimethylthienol2.3-b]thien-2- 
yl)methyHdenyl]-5-iodo-2-indolinone 

'3-l(1-dimethylaminonapth-4-yl)metnylidenyl]-5- 
bromo-4-methyl-2-indolinone 



3-(4-hydroxy-3-nitrobenzylidenyl)-5-bromo-4- 
methyl-2-indoltnone 



3-(3-hydroxy-4-nitrobenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 
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10724 


C 


5 


3-[(8-hydroxy-2,3,6,7-tetrahydro-1 H.5H- 

Hpn7nrninMinnlizin-9«vl\rn^fhv/liHon\/n-^-hrnmn-4- 

Ucl l^.U[IJjv^U II IVJII4.lt 1 w j \f \ \ IGlliyiiUCI lyiJJUIwl I IU - r 

methyI-2-indolinone 


.10724 --- 


. C 


6 


3-(3,5-<jiisopropyl-4-hydroxybenzylidenyl)-5-bromo- 
H-meuiyi-z-inaoiinone 


10724 


c 


7 


3-[(benzo[b]furan-2-yl)methyiidenyl]-5-bromo-4- 
mecnyi-/-inaoiinone 


10724 


c 


9 


3-[[1-(4-chiorophenyl)pyrrol-2-yl]melhylidenyl]-5- 
DrorTio^-rneinyi-^-inaoiinone 


10724 


c 


10 


3-[(2-ethylfuran-5-yl)methylidenyl]-5-bromo-4- 
methyl-2-indolinqne 


10724 


c 


11 


3»[(3,4-dimethylthieno[2,3-b]thien-2- 
yl)methylidenyl]-5-bromo-4-methyI-2-indounone 


10724 


D 


2 


3-[(1-dimethylaminonapth-4-yl)methylideny!]-5- 
methyiaminosulfonyl-2-mdolinone 


10724 


D 


3 


3-(4-hydroxy-3-nitrobenzylidenyl)-5- 
methylaminosulfonyI-2-inddlinone 


10724 


0 


4 


3-(3-hydroxy-4-nitrobenzylidenyl)-5- 
methyIaminosulfonyl-2-indoIinone 


10724 


D 


5 


3H(8-hydroxy-2 a 3 a 6 l 7-tetratiydro-1H.5H- 
benzo[ij]quinolizin-9-yl)methy!idenyl]-5- 
methyIaminosulfonyl-2-indolinone 


10724 . 


! D 


6 


3-(3,5-diisopropyl-4-hydroxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10724 


D 


7 


3-[(.benzo[b]furan-2-yl)methylidenyl)-5- 
rnetnyiarninosuironyi-^-inuoiinorie 


10724 


D 


9 


3-[1-(4-chlorophenyl)pyrroI-2-yl)methylidenyl]-5- 
rnevnyiarninQsuiionyi-^-inuuiinu 


10724 


D 


10 


3-[(2-ethylfuran-5-yl)methylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10724 


D 


11 


3-((3,4-dimethylthienot2,3-b]thien^2- 
yl)methylidenyi]-5-methy!aminosulfonyi-2-indolinone 


10724 


E 


2 


3-((1-dimethyiaminonapth-4-yl)methylidenyl]-5-(4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 
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10724 


■ E 


3 


3-(4-hydroxy-3-nitrobenzylidenyl)-5-(4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10724 


. E 


4 


3-(3-hydroxy-4-nitrobenzyIidenyl)-5-(4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indqlinone 


10724 

1 


E 


5 


3-[(8-hydroxy-2,3.6.7-tetrahydro-1H.5H- 
benzo(ij]quinolizin-9-yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10724 


E 


6 


3-(3,5-diisopropyl-4-hydroxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoIinone 


10724 


E 


7 


3-[(benzo[b]furan-2-yl)methylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10724 


E 


9 


3-[[1-(4-chlorophenyl)pyn-ol-2-yl]methylidenyl)-5-l4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10724 


E 


10 


3-((2-ethylfuran-5-yl)methyiidenyl]-5-[4- 
(trifluoromethyl)phenyiaminosulfonyl]-2-indolinone 


10724 


• E 


11 


3-t(3,4-dimsthylthieno[2.3-b]thien-2- 
yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10724 


F 


2 


3-[(1-dimethylaminonapth-4-yl)methylidenyl]-5- 
(morpholin-1yl)aminosulfonyl-2-indolinone 


10724 


F 


3 


3-(4-hydroxy-3-nitrobenzylidenyl)-5-(morpholin- 
1 yl)aminosulfonyl-2-indolinone . 


10724 


F 


4 


3-(3-hydroxy-4-nitrobenzylidenyl)-5-(morpholin- 
.1yl)aminosulfonyl-2-indolinone 


10724 


F 


5 


3-((8-hydroxy-2.3,6.7-tetrahydro-1H,5H- 
benzo[ij]quinoIizin-9-yl)methylidenyl]-5-(morpholin- 
1yl)aminosulfonyl-2-indolinone 


10724 


F • 


6 


3-(3.5-diisopropyI-4-hydroxybenzylidenyl)-5- 
(morpholin-1yl)aminosulfonyl-2-indolinone 


10724 


F 


7 


3-[(benzo[b]furan-2-yl)methylidenyl]-5-(morpholin- 

H * * \ \ ^ fin ■ n a «• i 1 1 fr** mi il O in n ^lin /*\ n o 

lyijarninasuironyi-ZHnuoiinonc 


10724 


F 


9 


3-[[1 -(4-chloropheny l)py rrol-2-yt]methylidenyl]-5- 
(morpholin-1yl)aminosuifonyl-2-indolinone 


10724 


F 


10 


3-[(2-ethylfuran-5-yl)methylidenyl]-5-(morpholin- 
1yI)aminosulfonyl-2-indolinone 
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10724 


F 


11 


3-[(3,4-dimethylthieno[2,3-b]thien-2- 
yl)rneinyiiuenyij-o-irnorpnoiin-iyi)arninosu 
indolinone 


10724 --■ 


. G 


2 


3-[(1^imethylaminonapth-4-yl)methylidenyll-5-(2- 
chloroethyl)-2-indo!inone I 


10724 

9 


G 


3 


3-(4-hydroxy-3-nitrobenzylidenyl)-5-(2-chioroethyl)- 
2-indoIinone 


10724 


G 


4 


3-(3-hydroxy-4-nitroben2ylidenyl)-5-(2-chloroethy!)- 
2-indoIinone 


10724 


G 


5 


3-[(8-hydroxy-2 i 3 l 6 i 7-tetrahydfo-1H,5H- 
benzo[ij]quinolizin-9-yl)methylidenyl]-5-(2- 
ch!oroethyl)-2-indolinone 


10724 


G 


6 


S-tS.S-diisopropyM-hydroxybenzylidenylJ-S^- 
chloroethyl)-2-indolinone 


10724 


G 


7 


3-[(benzo(b]furan-2-yl)methy!idenyl)-5-(2- 
chloroethyl)-2-indolinone 


10724 


G 


9 


3-[[1-(4-chiorophenyl)pyrrol-2-yl]methyiidenyl]-5-(2- 
ch!oroethyi)-2-indolinone 


10724 


G 


10 


3-[(2-ethylfuran-5-yi)methylidenyl]-5-(2-chloroethyl)- 
2-indolinone 


10724 


. G 


11 


• 3-[(3 t 4-dimethylthieno[2 ( 3-b]thien-2- 
yI)methylidenyl]-5-(2-chloroethyl)-2-indolinone 


10725 


A 


2 


3-[(3-bromothien-2-yl)methylideny.l]-5,7-dibromo-2- 
indolinone 


10725 


A 


3 


3-(2-bromo-6-hydroxy-5-methoxybenzylidenyl)-5,7- 
dibromo-2-indolinone 


10725 


A 


4 


3-[(2-methylfuran-5-y!)methylidenyl]-5,7-dibromo-2- 
indolinone 


10725 


A 


5 


3-[(3-methy!pyrazo!-5-yl)methylidenyl]-5,7-dibromo- 
2-indolinone 


10725 


A 


6 


3-(2-hydroxy-6-methoxy-4-methylbenzylidenyl)-5 I 7- 
dibromo-2-indolinone 


10725 


A 


7 


3-[4-(4-formylpiperazin-1-yl)benzylidsnyl]-5,7- 
dibromo-2-indolinone 



» O * 
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Table 13 
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10725 


A 


8 


3-[4-(morpholin-1-yl)benzylidenyl]-5,7-dibromo-2- 
mdoiinone 


.10725 --- 


• A 


9 


3-([2-chioro-4-methoxycarbonyl-3- 
(methoxycarbonylmethyl)pyrro!-5-yI]methylidenyl]- 
5,7-dibromo-4-methyl-2-indolinone 


10725 

I J 


A 


10 


3-[(4-bromo-2-(4-chlorophenyl)pyrazoi-3- 
yl]methyIideny!]-5,7-dibromo-4-methyl-2-indolinone 


j 10725 


A 


11 


3-[(imidazoM-yl)methy!idenyl]-5,7-dibromo-4- 
methyl-2-indoIinone 


10725 


B 


2 


3-[(3-bromothien-2-yl)methylidenyl]-5-iodo-2- 
indolinone 


| 10725 


B 


3 I 


3-(2-bromo-6-hydroxy-5-rnethoxybenzylidenyI)-5- 
iodo-2-indoIinone 


10725 


B 


4 


3-[(2-methylfuran-5-yl)methylidenylJ-5-iodo-2- 
indolinone 


| 10725 


B 


5 


3-((3-methylpyrazo!-5-y!)methylidenyl]-5-iodo-2- 
indolinone 


10725 


6 


6 


3-(2-hydroxy-6-methoxy-4-methylbenzylidenyl)-5- 
iodo-2-indolinone 


| -10725 


B 


7 


3.[4-(4-formylpiperazin-1-yl)benzylidenyl]-5-iodo-2- 
indoiinone 


10725 


B 


8 


3-[4-(morpholin-1-yl)benzylidenyl]-5-iodo-2- 
indolinone 


10725 


B 


9 


3-[[2-chloro-4-methoxycarbonyl-3- 
(methoxycarbony!methyi)pyrroI-5-yl]metnylidenyl]-5- 
iodo-2-indolinone 


10725 


B 


10 


3-[[4-bromo-2-(4-chlorophenyl)pyrazo!-3- 
yl]methylidenyl]-5-iodo-2-indolinone 


10725 


B 


11 


3-[(imidazoi-4-y!)methylidenyl]-5-iodo-2-indolinone 


10725 


C 


2 


3-[(3-bromothien-2-yl)methylidenyll-5-bromo-4- 
methyI-2-indolinone 


10725 


C 


3 


3-(2-bromo-6-hydroxy-5-methoxybenzylidenyl)-5- 
bromo-4-methyI-2-indolinone 



% 



10725 


C 


4 


3-[(2-methylfuran-5-yl)methylidenyl]-5-bromo-4- I 
methyl-2-indolinone • 


10725 -.. 


C 


5 


3-[(3-methylpyrazol-5-yl)methylidenyl]-5-bromo-4- 
methyl-2-indolinone 


10725 


c • 


6 


3-(2-hydroxy-6-methoxy-4-methylbenzylidenyl)-5- 
bromo-4-methyl-2-indolinone 


10725 


c 


7 


3-[4-(4-formylpiperazin-1 -yl)benzylidenyl]-5-bromo- 
4-methyl-2-indolinone j 


10725 


c 


8 


3-[4-(morpholin-1 -yl)benzylidenyl]-5-bromo-4- 

methyl-2-indolinone j 


10725 


c 


9 


3-[(2-chloro-4-methoxycarbonyl-3- j 
(methoxycarbonylmethyl)pyrrol-5-yl]methylidenyl]-5- 
bromo-4-methyl-2-indolinone 


10725 


c 


10 


3-[{4-bromo-2-(4-chlorophenyl)pyrazol-3- j 
yl]methylidenyl]-5-bromo-4-methyI-2-indolinone 


10725 


c 


11 


3-[(imidazol-4-yl)methylidenyl]-5-bromo-4-methyl-2- 
indolinone J 


10725 


D 


2 


3-t(3-bromothien-2-yl)methylidenyl]-5- ~1 
methylarninosulfonyl-2-indolinone 


10725 * 


D 


3 


3-(2-brorno-6-hydroxy-5-methoxybenzylidenyl)-5- 
methyIaminosulfonyl-2-indolinone 


10725 


D 


4 


3-[(2-methylfuran-5-yl)methylidenyl)-5- j 
methylaminosulfonyl-2-indolinone 


10725 


D 


5 


3-[(3-methylpyrazol-5-yl)methylidenyl]-5- 
methylaminosu!fonyl-2-indolinone 


10725 


D 


6 


3-(2-hydroxy-6-methoxy-4-methylbenzy!idenyl)-5- 
methylaminosulfonyl-2-indolinone 


10725 


D 


7 


3-[4-(4.formylpiperazin-1 -y l)benzylidenyl]-5- j 
methylaminosulfonyl-2-indolinone 


10725 


D 


8 


3-(4-(morpholin-1-yl)benzylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10725 


D 


9 


3-[[2-chloro-4-methoxycarbonyl-3- . 
(methoxycarbonylmethyl)pyrrol-5-yl]methylidenyl]-5- 
methylaminosulfonyl-2-indolinone 
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10725 


D 


10 

> 


3-[[4-bromo-2-(4-chlorophenyl)pyrazol-3- 
'iirnsvnyiiQcny ijo-rnsiny larHinuouiiuny i-^-inuuui iui ic 


. 10725 -_ 


D 


11 


3-[(imidazoW-yl)methylidenyi]-5- 
methyiaminosulfonyl-2-indoIinone 


10725 

y 


E 


2 


3-[(3-bromothien-2-yl)methylidenyl]-5-[4- 
([rmuorometnyijpnenyianiinosuuony^ 


10725 


E 


3 


3-(2-bromo-6-hydroxy-5-methoxybenzyIidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10725 


E 


4 


3-[(2-methyIfuran-5-yl)methylidenyl]-5-[4- 
(trifiuoromethyl)phenylarninosulfonyl)-2-indolinone 


10725 


E 


5 


3-[(3-methylpyrazo!-5-yi)methylidenyl]-5-[4- . 
(trifluorornethyl)phenyIaminosulfonyl]-2-indolinone 


10725 


E 


6 


3-(2-hydroxy-6-methoxy-4-methy!benzylidenyl)-5- 
[4-(trifluoromethyl)phenylaminosulfonyl]-2- 
indolinone 


10725 


E 


7 


3-[4-(4-formylpiperazin-1-yl)benzylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosuIfonyl]-2-indolinone 


10725 


E 


8 


3-[4-(morpho!in-1-yl)benzylidenyl]-5-[4- 
([nnuorornetnyi)pnenyiarninosuironyij-z-inaouno 


10725 


E 


9 


3-[[2-chIoro-4-methoxycarbonyl-3- 
rnetnoxycarDonyimetnyijpyrro^ 

[4-(trifiuoromethyl)phenyIaminosulfonyl]-2- 


10725 


E 


10 


3-[[4-bromo-2H^ttiiir^enyl)pyrazo!-3- 
yijmetny iioenyij-o-i't- 
^rifluoromethyOphenylaminosulfo^ 


10725 


E 


11 


3-[(imidazol-4-yl)methylideny!]-5-[4- 
(triiluorornsinyiypnenyiaiTiinosu »unc 


10725 


F 


2 


3-[(3-bromothten-2-yl)methyl!denyl]-5-(morpholm-1- 
yi)5unony i-z-invjuHiiuuc 


10725 


F 


3 


3-(2-bromo-6-hydroxy-5-methoxybenzylidenyl)-5- 
(morpholin-1 -yI)sulfony i-2-indolincne 


10725 


F 


.4 


3-[(2-methylfuran-5-yl)methyhdenyl)-5-(morpholin-1- 
yl)sulfonyl-2-indo!inone 


10725 


F 


5 


3-[(3-methylpyrazol-5-yl}methylidenyl]-5-(morpholin- 
1 -y l)sulfony l-2-indolinone 




Table 13 
(continued) 



•10725 


F 


6 


3-(2-hydroxy-6-methoxy-4-methylbenzylidenyl)-5- 
<morpholin-1-yl)sulfonyl-2-indolinone 


10725 


F 


7 


3-[4-(4-forrnylpiperazin-1-yl)benzylicenyl]-5- 
(morpholin-1 -yl)sulfony!-2-indolir.one . 


10725. 

I 


F 


8 


3-[4-(morpholin-1-yl)benzylidenyl]-5-(mprpholin-1- 
yl)sulfonyl-2-indolinone 


10725 


F 


9 


3-[[2-chloro-4-methoxycarbonyl-3- 
(methoxycarbonylmethyl)pyrrol-5-yl]methylidenyl]-5- 
(morpholin-1 -yl)sulfonyl-2-indolir,one 


10725 


F . 


10 


3-[[4-bromo-2-(4-chlorophenyl)pyrazol-3- 
y!]methylidenyl]-5-(morpholin-1-yl)sulfonyl-2- 
indolinone 


10725 


F. 


11 


3-[(imidazoI-4-yl)methytidenyl]-5-(morpholin-1- 
yl)sulfonyl-2-indolinone 


10725 


G 


2- 


3-[(3-bromothien-2-yl)methylidenyl]-5-(2- 
chldroethyl)-2-indolinone 


10725 


G 


3 


3-{2-bromo-6-hydroxy-5.-methoxybenzyiidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10725 


G 


4 


3-K2-methylfuran-5-yl)methylidenyij-5-(2- 
chloraethyl)-2-indolinone 


10725 


G 


5 


3-[(3-metnyIpyrazol-5-yl)methylider,yi]-5-(2- 
chloroethyl)-2-indolinone 


10725 


G 


6 


3-(2-hydroxy-6-methoxy-4-methylbenzylidenyl)-5- 
(2-chloroethyl)-2-indolinone 


10725 


G 


7 


3-l4-(4-formylpiperazin-1-yl)benzytidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10725 


G ' 


8 


3-l4-(morpholin-1-yl)benzylidenyl]-5-(2-chloroethyl)- 
2-indolinone 


10725 


G 


9 


3-[[2-ch!oro-4-methoxycarbonyW3- 

f m0^hftVV^nrhnnvlmpth\/l\n\/rrn!-^-\/ll^nel^\/li^■^ef^V^-•5- 
l I 1 ICU IWA Y vol UUI ly II 1 IG U 1 y 1 J U y 1 1 wl w J IJI 1 IWU IJ IIUCI IJ IJ V 

(2-ch!oroethyl)-2-indo!inone 


[ 10725 


G 


10 


3-[[4-bromo-2-(4-chlorophenyI)pyrazol-3- 
yI]methylidenyl]-5-(2-chloroethyl)-2-inciolinone 


10725 


G 


11 


3-[(imidazol-4-yl)methylidenyi]-5-(2-chloroethyl)-2- 
indolinone 
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Table 13 
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10726 


A 


3 


3-[(2-ethoxycarbonyl-4-methoxycarbonyl-3'- 
methylpyrrol-S-yI)methylidenyl]-5,7-dibromo-2- 
indolinone 


10726 -.. 


. A 


4 


3-(3-t-butyl-4-hydroxy-5-methylbenzylidenyl)-5,7- 
dibromo-2-indolinone 


10726 


A 


5 


3-t(2-bromofuran-5-yl)methylidenyl]-5,7-dibromo-2- 
indolinone 


10726 ' 


A 


6 


3-((1,3-dimethylpyrrol-4-yl)methylidenylJ-5,7- 
dibromo-2-indolinone 


10726 


A 


7 


3-[(5,8-dihydroxy-1,2,3,4-tetrahydronapth-6- 
yl)methylidenyl]-5.7-dibromo-2-indolinone 


10726 


A 


8 


3-(5-fluoro-2-oxindol-3-idenyl)-5,7-dibromo-2- 
indolinone 


10726 


A 


9 


3-(2-oxindol-3-idenyl)-5,7-dibromo-2-indolinone 


10726 


A 


10 


3-[(2-ethylthien-5-yl)methylidenyl]-5,7-dibromo-2- 
indolinone 


10726 


A 


. 11 


3-(4-methoxybenzylidenyl)-5,7-dibromo-2- 
indolinone 


10726 


B 


3 


3-((2-ethoxycarbonyl-4-methoxycarbony!-3- 
methylpyrrol-5-yl)methylidenyl]-5-iodo-2-indolinone 


I 10726 


B 


4 


3-(3-t-butyl-4-hydroxy-5-methylbenzylic;snyl)-5- 
iodo-2-indolinone 


10726 • 


B 


5 


3-[(2-bromofuran-5-yl)methylidenyl]-5-iodo-2- 
indolinone 


10726 


B 


6 


3-[(1,3-dimethylpyrrol-4-yl)methylidenyl]-5-iodo-2- 
indolinone 


10726 


B 


7 


S-tCS.S-dihydroxy-I^.S^-tetrahydronapth-e- 
yl)methylidenyl]-5-iodo-2-indolinone 


10726 


B 


8 


3-(5-fluoro-2-oxindol-3-idenyl)-5-iodo-2-indolinone 


10726 


B 


9 


3-[(2-oxindol-3-idenyl)methylidenyl]-5-iodo-2- 
indolinone 
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10726 


B 


10 


3-[(2-ethylthien-5-yl)methylidenyl]-5-iodo-2- 
indolinone 


.10726 --• 


. B 


11 


3-(4-methoxybenzylidenyl)-5-iodo-2-indolinone 


10726 


C 


3 


3-[(2-ethoxycarbonyl-4-methoxycarbonyl-3- 
methvlDvrrol-5-vnmethvlidenvl1-5-bromo-4-methvl- 
2-indoIinone 


10726 


C 


4 


3-(3-t-butyl-4-hydroxy-5«methylbenzylidenyl)-5- 
brQmo-4-msthvl-2-indoIinons 

ui wi i lu T iiicviivi ii iuwiii iui ic 


10726 


C 


5 


3-[(2-bromofuran-5-yl)methylidenyl]-5-bromo-4- 
methvl-2-indoIinone 

1 1 ICU IV 1 £m II IUUIII lUt IC 


10726 


C 


6 


a^CI.S-dimethyipyrroM-ylJmethylidenylj-S-bromo^- 
methvL2-]ndalinone 

iiiwwiiyi ii luuiii iui iw 


10726 


C 


7 


a-US.S-dihydroxy-l^.a^-tetrahydronapth-e- 

yiyincuiyiiuci ly ij~ij~ui orrio**T*rneu iy i~^~u luuiii ivji ic 


10726 


C 


8 


3-(5-fluoro-2-oxindol-3-idenyl)-5-bromo-4-methyI-2- 

II lUUll.t lOl ie 


10726 


C 


9 


3-(2-oxindol-3-idenyI)-5-bromo-4-meihyl-2- 

inrinlinonp^ 

II IVJI IC 


10726 


C 


10 


3-[(2-ethylthien-5-yl)methylidenyll-5-bromo-4- 

mpthvl-9-inrlnlinnnp 

1 1 ICU *J 1 £~ II IUUIII IUI IC 


10726 


c 


11 


3-(4-methoxybenzylidenyl)-5-bromo-4-rr.ethy!-2- 

indolinnnp 

II 1 VJ w 11 1 IUI IC 


10726 


D " 


3 


3-[(2-ethoxycarbonyl-4-methoxycarbonyl-3- 
methvlDvrrol-5-vhmethvlidsnvll-5- 

IIIWkllTIWTIIwl w J 1 II MWll ITIIUwi 1 T l| W 

methylaminosulfonyl-2-indoIinone 


10726 


D 


4 


3-(3-t-butyl-4-hydroxy-5-methylbenzyIicenyl)-5- 
methylaminosulfonyl-2-indolinone 


10726 


D 


5 


3-[(2-bromofuran-5-yl)methylideny!]-5- 
methylaminosuifonyI-2-indolinone 


10726 


D 


6 


3-[(1,3-dimethyipyrrol-4-yl)methylidenyl]-5- 
methyIaminosulfonyl-2-indolinone 


10726 


D 


7 


3-[(5,8-dihydroxy-1 ,2 t 3 # 4-tetrahydronapth-6- 
yi)methylidenyl]-5-methylarninosulfonyl-2-indolinone 
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[ 10726 


D 


8 


3-(5-f!uoro-2-oxindol-3-idenyl)-5- 
methyIaminosulfonyl-2-indolinone 


10726 -_ 


D 


9 


3-(2-oxindol-3-idenyl)-5-methylaminosulfonyl-2- 
indolinone 


10726 


0 • 


10 


3-[(2-ethyimien-5-yl)methylidenyll-5- 
methvlaminosulfonvl-2-indolinone 

1 | I W Wl I T • I till %\r 1 1 \J 1 IT | 4— 1 * l^#H^ ■ ■ 1 ■ 


10726 


D 


11 


3-(4-methoxybenzyiidenyl)-5-methylamjnosu!fonyl- 


10726 


E 


3 


3-l(2-ethoxycarboayl-4-methoxycarbonyU3- 
mpthvlnvrrnl-S-vl^methvlidenvIl-S-rA- 
(trifluoromethyl)phenyIaminosuIfonyI]-2-indolinone 


10726 


E 


4 


3-(3-t-butyl-4-hydroxy-5-methylbenzylidenyl)-5-[4- 
f rrifli tnrnmpthvnohenvtarninosu!fonv!l-2-indoiinon6 


10726 


E 


5 


3-[(2-bromofuran-5-yi)methy!idenyi]-5-[4- 

/friflt inrAmofhunnhpnulaminn^i i!fnnvll-2-indolinon6 
^irinuorurTicii lyiypi icny ton in ivj duiiuiiyij £. hiuwihiwuw 


! 10726 


E 


6 


3-[(1,3-dimethylpyrrol-4-yl)methyhdenyl]-5-[4- 
/frifii inrompthvl^Dhenvlaminosulfonvll-2-indoIinone 


j 10726 


E 


7 


3-[(5 l 8-dihydroxy-1 I 2 t 3,4-tetrahydronapth-6- 
yI)methy!idenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoHnone 


10726 • 


E 


8 


• 3-(5-fluoro-2HDxindol-3-idenyl)-5-[4- 
^rifluQrom6thvnDhenvIaminosulfonvl1-2-indolinone 


j 10726 


E 


. 9 


3-(2-oxindol-3-idenyl)-5-[4- 
/frifluoromethvnDhenvlaminosulfonvn-2-indolinone 


10726 


E 


10 


3-[(2-ethyithien-5-y!)methylidenyl]-5-[4- 
rtrifluoromethvnDhenvlaminosulfonYn-2-indolinone 


| 10726 


E 


11 


3-(4-methoxybenzylidenyl)-5-[4- 
(trifluoromethy!)phenylaminosulfonyl]-2-indolinone 


10726 


F 


3 


3-l(2-ethoxycarbony!-4-methoxycarbonyl-3- 
methyipyrrol-5-yl)methylidenyl]-5-(morphoIin-1- 
yl)sulfonyl-2-indolinone 


10726 


F 


4 


3-(3-t-butyl-4-hydroxy-5-methylbenzylidenyl)-5- 
(morphoIin-1-yi)suifonyl-2-indoiinone 


10726 


F 


5 


3-[(2-bromofuran-5-yl)methyiidenyl]-5-(morpholin-1- 
yl)su1fonyl-2-indoIinone 




Table 13 
(continued) 



10726 


F 


6 


3-[(1,3-dimethylpyrrol-4-yl)methylidenyl]-5- I 
(morpholin-1-yl)sulfonyl-2-indolinone j 


.10726 


F 


7 


3-[(5,8-dihydroxy-1 ,2.3,4-tetrahydron2pth-6- | 
yl)methylidenyl]-5-(morphoHn-1 -yl)suIfonyl-2- ! 

inaounone i 


10726 


F 


8 


3-(5-fluoro-2-cxindol-3-idenyi)-5-(morphohn-1 - 

yl)sulfonyI-2-indoIinone j 


! 10726 1 


F 


9 


3-(2-oxindol-3-idenyl)-5-(morpho!in-1-yl)sulfonyI-2- 
indolinone 


10726 


F 


10 


3-[(2-ethylthien-5-y l)methy lidenyl]-5-(morphoiin-1 - 
yl)sulfonyI-2-indolinone J 


10726 


F 


11 


3-(4-methoxybenzylidenyl)-5-(morpholin-1- j 
yI)sulfonyI-2-indolinone j 


j 10726 


G 


3 . 


3-[(2-ethoxycarbonyl-4-methoxycarbonyl-3- 
methylpyrrol-5-y!)methylidenyl]-5-(2-ch!oroethyl)-2- 
indolinone j 


10726 


G 


4 


3-(3-t-butyM-hydroxy-5-methylbenzyIider.yl)-5-(2- j 
chIoroethyl)-2-indoiinbne 


[ 10726 


G 


5 


3-[(2-bromofuran-5-yl)methylidenyi]-5-(2- j 
chloroethyI)-2-indolinone 


10726 


G 


6 


3-[(1,3-dimethylpyrroi-4-yl)methylidenyI]-5-(2- j 
chloroethyl)-2-indolinone 


10726 


G 


7 


S-^S^-dihydroxy-l ^.S^-tetrahydronapth-S- I 
yl)methylidenyl]-5-(2-chloroethy!)-2-incolinone 


i 10726 


G 


8 


3-(5-fiuoro-2-oxindoI-3-idenyl)-5-(2-chloroethyl)-2- 
indolinone 


10726 


G 


9 


3-(2-oxindol-3-idenyl)-5-(2-chloroethyl)-2-indolinone 


| 10726 


G 


10 


3-[(2-ethylthien-5-yl)methylidenyll-5-(2-chloroethyl)- 
2-indolinone 


10726 


G 


11 


3-(4-methoxybenzylidenyl)-5-(2-chloroethyl)-2- "1 
indolinone | 


10727 


A 


2 


3-(4-di6thyIaminobenzylidenyl)-5 t 7-dibromo-2- j 
indolinone j 




177 

Table 13 
(continued) 



.10727 


A 


3 i: 


J-[(2,4-diethylpyrrol-5-yl)methylidenyll-5,7-dibromo-l 
2-indolinone j 


'10727 


A 


4 S 


3-(3-bromo-5<hlord-2-hydroxybenzylicenyl)-5,7- 

dibromo-2-indolinone I 

^4 \ W 1 W 1 1 1 .111 III » w I i w 1 


10727 


A 


5 


3-[2-(4-chlorophenylmercapto)benzylidenyl]-5J^ 

dibromo— 2-indolinone | 


10727 


A 


6 


3-[(5-chlorobenzodioxolan-6 yOmethylidenyll-5,7- 

riihrorno-9-.inrinlinone 


10727 


A 


7 j 


3-[(1 ,4-benzopyranon-3 yl)methy!idenyl)-5,7- 

Hihmmn-9-inrlnlinnnp I 


10727 


A 


8 


3-(3-cyanobenzylidenyl)-5 ( 7-dtbromo-2-indoiinone 


10727 


A 


9 


S^-cyanobenzylidenyO-SJ-dibromo^-indolinone 


10727 


A 


10 j 


3-(2,5-dihydroxybenzylidenyl)-5,7-dibromo-2- 1 

InHnllnrino 1 

inaoiinone j 


10727 


A 


11 


S^.S-dimethoxybenzylidenyO-SJ-droromo^- 

inrlolinnn^ 1 


10727 


B 


2 


3-(4-diethylaminobenzylidenyl)-5-iodo-2-indolinone 


10727 


B 


3 


3-[(2,4-diethyIpyrrol-5-yI)methylidenyi]-5-iodo-2- 

inrlolinone 

1 II (VJWtll IUI IC 1 


10727 


B 


4 


3-(3-bromo-5-chloro-2-hydroxybenzylid5ny!)-5Mod"o : 1 
1 2-indolinone 1 


10727 


B • 


5 


3-[2-(4-chlorophenylmercapto)benzylideny!]-5-iodo- 
{ 2-indolinone 


10727 


B 


6 


3-[(5-chlorobenzodioxolan-6-yl)methyhdenyl]-5- 
iodo-2-indolinone 


10727 


B 


7 


3-[(1 ^-benzopyranon-a-yOmethylidenyll-S-ipdo-z- 
indolinone 


10727 


B 


8 


3-(3-cyanobenzylidenyl)-5-iodo-2-incolinone 
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10727 


B 


9 


3-(4-cyanobenzyiidenyl)-5-iodo-2-indolinone 


10727 


. B 


10 


3-(2,5-dihydroxybenzylidenyl)-5-iodo-2-indolinone 


10727 


B 


11 


3-(2,3-dimethoxybenzylidenyl)-5-iodo-2-indolinone 


10727 


C 


2 


3-(4-diethylaminobenzylidenyl)-5-bromo-4-methyl- 

2-indfi!innn a 


10727 


c 


3 


3-[(2 t 4-diethylpyrrol-5-yI)methylidenyl]-5-bromo-4- 

methvI-9-inrtnlinnns* 

1 1 ic vi i y l ^ U lUwIll Iwl IC 


10727 


C 


4 


3-(3-bromo-5^hloro-2-hydroxybenzylidenyl)-5- 

bromo-4-mpth\/l-^-inrlnlinnnp 

Wl Wl 1 »V^~~T 1 1 ICU 1 Y 1 ^ II Iw will Iwl IC 


10727 


C 


5 


3-[2-(4-chIorophenylmercapto)benzylidenyF]-5- 

ui \j \ i i\j"*t"i i icu ly i-^-u luuiinui ic 


10727 


C 


6 


3-[(5-chloroben2odioxolan-6-yl)methylidenyl]-5- 
uroniw^-rneinyi-z-inuounonc 


10727 


C 


7 


3-[(1,4-ben2opyranon-3-yl)methylidenyl]-5-bromo-4- 

1 1 igu ly i-^-inutJiinune 


10727 


C 


8 


3-(3-cyanoben2ylidenyl)-5-bromo-4-methyl-2- 

inHolinon o 

II IVJ will ILM IC 


10727 


C 


9 


3-(4-cyanobenzylidenyl)-5-bromo-4-methyl-2- 

it lUwiii tunc 


10727 


C 


10 


3-(2,5-dihydroxyben2ylidenyl)-5-bromo-4-methyi-2- 

inririlinnn a 

II iwwlii IVJI IC 


10727 


C 


11 


3-(2 l 3-dimethoxyben2ylidenyl)-5-bromo-4-methyl-2- 
indolinone 


10727 


D 


2 


3-(4-diethylaminobenzyiidenyl)-5-. 
methylaminosulfonyI-2 -indolinone 


10727 


D 


3 


3-[(2 ( 4-diethylpyrroi-5-yl)methylidenyl)-5- 
melhylaminosulfonyl-2-indolinone 


10727 


\ D 


4 


3-(3-bromo-5-chloro-2-hydroxybenzylidenyl)-5- 
methylaminosulfonyl-2-indoIinone 




Table 13 
(continued) 



10727 


D 


5 


3-[2-(4-chlorophenylmercapto)benzylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


.10727 •_. 


D 


6 


3-[(5-chlorobenzodioxolan-6-yl)methylidenyl]-5- 
mpthvlaminosulfonvl-^-iridalinon^ 


10727 

1 


D 


7 


3-[(1,4-benzopyranon-3-yl)methylidenyi]-5- 

m^hv/l sminrt^i ilfnnvl-9-tnHnlinnnp 


10727 


D 


8 


3-(3-cyanobenzyiidenyl)-5-methyiaminosulfonyl-2- ' 

11 IUUUI IVJI |C 


10727 


D 


9 


3-(4-cyanobenzylidenyl)-5-methylaminosulfonyl-2- 

inHnlinnnP 


10727 


D 


10 


3-(2,5-dihydroxybenzylidenyl)-5- 

1 1 icu ly lot iiitiuouuvji ly i-^~ii iuuui iuj ic 


10727 


. D 


1.1 


o-^.S-dimethoxybenzylidenylJ-S- 

it icu ly tail in lUduiiui ly i "if iuumi iui ic 


10727 


E 


2 


3-(4-diethy!aminobenzylidenyl)-5-[4- 

/friflimrnmPthvl^nhpnvIaminnQi iIfnnvll-9-indoIinonP; 


10727 


E 


3 


3-[(2 I 4-diethylpyrroi-5-yl)methylidenyl]-5-[4- 
f , trifluoromethvl^DhenvlaminQsulfonvll-2-indolinone 


.10727 


E 


4 


3-(3-bromo-5-chloro-2-hydroxybenzylideny!)-5-(4- 

\\\ iuuui ui iieu lyi/piiciiyiaiiiiiivJdUiiw-i lyij-^"!* luyiu iwi ic 


10727 


E 


5 


3-[2-(4-chIorophenylmercapto)benzylidenyl]-5-[4- 

^uiuuuiuiiicuiyiyuiieiiyiai iniiuouuui ly ij~^~ii iuuui iuhc 


10727 


E 


6 


3-[(5-chlorobenzodioxolan-6-yl)nnethylidenyl]-5-[4- 

/frifltmrnmpthvhohpnvlanninoQi ilfnnvIl-9-indolinon© 

^vi 1 1 iuwi wi i icu iy i/f'i ici ty ioi i in iuouhui iy i j a. n ivjviu iwi it 


10727 . 


E 


7 


3-[( 1 ,4-benzopy ranon-3-y l)methylideny I}-5-(4- 
( trifluoroniethvl^DhenvIaminosulfonvn-2-indoIinone 


10727 


E 


8 


3-(3-cyanobenzylidenyl)-5-[4- 
(trifluoromethyl)phenylarninosuIfonyI]-2-indqlinone 


10727 


E 


9 


3-(4-cyanobenzylidenyl)-5-[4- 
(trifluoromethyI)phenytaminosuIfonyl]-2-indoiinone 


10727 


E 


10 


3-(2 f 5-dihydroxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 
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10727 



10727 ... F 



10727 



10727 



10727 



10727 



10727 



10727 



10727 



10727 



10727 



10727 



10727 



10727 



10727 



10727 



11 



3-(2,3-dimethoxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indo!inone 



3-(4-diethylaminobenzyIidenyI)-5-(morpholin-1- 
yI)sutfonyl-2-indolinone 



3-[(2,4-diethylpyrroI-5-yl)methylidenyl]-5- 
(morpholin-1 -y l)sulfonyl-2-indo!inone 



3-(3-bromo-5-chioro-2-hydroxybenzytidenyl)-5- 
(morpholin-1 -yl)suIfonyl-2-indolinone 



3-t2-(4-chlorophenylmercapto)benzylidenyll-5- 
(morpholin-1-yl)su!fonyl-2-indolinone 



3-[(5-chlorobenzodioxolan-6-yl)methylidenyl]-5- 
(morpholin-1-yl)sulfonyl-2-indoIinone 



3-[(1,4-benzopyranon-3-yl)methylidenyi)-5- 
(morpholin-1-yl)suIfonyl-2-indoiinone 



3-(3-cyanobenzylidenyl)-5-(morpholin-1-yl)suIfony!« 
2-indoIinone 



10 



3-(4-cyanobenzylidenyl)-5-(morpholin-1-yl)sulfonyl 
2-indolinone 



3-(2 t 5-dihydroxybenzyiidenyl)-5-(morpholin-1- 
yl)sulfonyl-2-indoiinone 



11 



3-(2,3-dimethoxybenzylidenyl)-5-(morpholin-1- 
yI)sulfonyI-2-indolinone 



3-(4-diethylaminobenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 



3-[(2,4-diethylpyrrol-5-yl)methylidenyl]-5-(2- 
chloroethyI)-2-indo!inone 



3-(3-bromo-5-chloro-2-hydroxybenzylidenyl)-5-(2- 
ch!oroethyl)-2-indolinone 



3-[2-(4-chlorophenylmercapto)benzylidenyl]-5-(2- 
chloroethyl)-2-indolinone 



3-[(5-chlorobenzodioxolan-6-yl)methylidenyl]-5-(2- 
chloroethyl)-2-indo!inone 
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10727 | 


G 


7 


3-[(1,4-benzopyranon-3-yl)methylidenyl]-5-(2- 

chloroethyl)-2-indolinone j 


.10727 -I 

I 


G 


8 


3-(3-cyanobenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10727 I 

J I 


G 


9 


3-(4-cyanobenzylidenyl)-5-(2-chloroethyl)-2- 

indolinone j 


10727 | 


G 


10 


3-(2.5-dihydroxybenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10727 


G 


11 


3-(2.3-dimethoxybenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone j 


10728 


A 


2 


3-(2,5-dimethoxybenzylidenyl)-5,7-dibromo-2- j 
indolinone 


10728 


A 


3 


3-(2 1 6-dimethoxybenzylidenyl)-5,7-dibromo-2- | 
indolinone 


10728 


A 


4 


3-(3.5-dimethoxybenzylidenyl)-5,7-dibromo-2- 

indolinone | 


10728 


A 


5 


3-(4-dimethyiamino-2-methoxybenzylidenyl)-5.7- 

dibromo-2-indoIinone j 


10728 


I A 


6 


3-[(fiuoren-2-yl)methylidenyl]-5,7-dibromo-2- j 
indolinone 


10728 


A 


7 


3-[2-fluoro-3-(trifluoromethyl)benzylidenyl]-5.7- 
dibromo-2-indolinone 


10728 


A 


8 


3-[2-fluoro-5-(trinuoromethyl)benzylidenyll-5.7- 
dibromo-2-indolinone 


10728 


I A 


9 


3-l2-fluoro-6-(trifluoromethyl)benzylidenyl]-5,7- 
dibromo-2-indolinone 


10728 


I A 


10 


3-(2-carboxymethoxybenzylidenyl)-5,7-dibromo-2- 
indolinone 

II IUWIII IWI 16 


10728 


A 


11 


3-[(4-methoxyben2odioxolan-6-yl)rnethyhdenyl]-5,7- 
dibromo-2-indolinone 


10728 


l 8 


2 


3-(2,5-difnethoxyben2ylidenyl)-5-iodo-2-indolinone 
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. 10728 


6 


3 


3-(2,6-dimethoxybenzylidenyl)-5-iodo-2-indolinone 


10728 -- 


B 


4 


3-(3,5-dimethoxybenzylidenyl)-5-iodo-2-indolinone 


10728 

y 


B 


5 


3-(4-dimethylamino-2-methoxybenzylidenyl)-5-iodo- 
^-inaounone 


10728 


B 


6 


3-[(fluoren-2-yl)methylidenyl]-5-iodo-2-indoiinone j 


10728 


B 


7 


3-[2-fiuoro-3-(trifluoromethy!)ben2ylidenyll-5-iodo-2- 
inaoiinone 


10728 


B 


8 


3-[2-fluoro-5-(trifluoromethyl)benzyiidenyl]-5-iodo-2- 
indolinone 


10728 


B 


9- 


3-[2-fluoro-6-(trifluorornethyl)benzylidenyi]o-iodo-2- 
indohnone 


10728 


B 


10 


3-(2-carboxymethoxybenzyiidenyl)-5-iodo-2- 
indohnone 


10728 


B 


11 


3-[(4-methoxybenzodioxolan-6-yl)methylidenyl]-5- 
iodo-2-indolinone 


10728 


C 


2 


3-(2,5-dimethoxybenzylidenyi)-5-bromo^-methyl-2- 
indolinone 


10728 


C 


3 


3-(2,6-dimethoxybenzylidenyI)-5-bromo-4-methyi-2- 
indolinone 


10728 


C 


4 


S^.S-dimethoxybenzyiidenylJ-S-bromo^-methyl^- 
inaoiinone 


10728 


C 


5 


3-(4-dimethylamino-2-methoxybenzylidenyi)-5- 
oromo^-metnyi-z-inuounune 


10728 


C 


6 


3-[(fluoren-2-yl)melhylidenyl]-5-bromo-4-methyI-2- 
indolinone 


10728 


C 


7 


3-[2-nuoro-3-(trifluoromethyl)benzylidenyl]-5-bromo- 
4-methyl-2-indoIinone 


10728 


C 


8 


3-[2-fluoro-5-(trifluoromethyl)benzylidenyl]-5-bromo- 
4-methyI-2-indolinone 
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~ 10728 


C 


9 : 


J-(2-fluoro-6-(trifluoromethyl)benzylidenyl3-5-bromo- 
4-methyl-2-indolinone 


10728 ~_ 


C 


10 


3-(2-carboxymethoxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10728 


C 


11 


3-[(4-methoxybenzodioxolan-6-yl)methylidenyl]-5- 
bromo-4-methyl-2-indolinone 


10728 


D 


2 


3-(2,5-dimethoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10728 


D 


3 


3-(2.6-dimethoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinons 


10728 


D 


4 


3-(3,5-dimethoxybenzylidenyl)-5- 
methylaminosuIfonyl-2-indolinone 


10728 


D 


5 


3-(4-dimethylamino-2-methoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10728 


D 


6 


3-[(fiuoren-2-yl)methylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10728 


D 


7 


3-[2-fluoro-3-(trifluoromethyl)benzylidenyl]-5- 
methylaminosuIfonyl-2-indolinone 


10728 


D 


8 


3-[2-fluoro-5-(trifluoromethyl)benzylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10728 


D 


9 


3-(2-fluoro-€-(trifluoromethyl)benzylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10728 


D 


10 


3-(2-carboxymethoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10728 


D 


11 


3-[(4-methoxybenzodioxolan-6-yl)methylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10728 


E 


2 


3-(2,5-dimethoxybenzylidenyt)-5-l4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indo!inone 


10728 


E ' 


3 


3-(2,6-dimethoxybenzylidenyl)-5-(4- 
(trifluoromethyl)phenyIaminosulfonyl]-2-indolinone 


10728 


E 


4 


3-(3,5-dimethoxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 



9 • 
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10728 


E 


5 


3-{4-dimethy!amino-2-methoxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


.10728 •_ 


E 


6 


3-[(fluoren-2-yl)methyIidenyl)-5-[4- 

/frtflt ir»mm»frh\/l\nhpn\/laminr»C! ilfnrwll-7-indolinonB 
{ u illuui ui ueu iy ijpi ici iy icti i hi ivjouiiui iy ij hiuwih iwnc 


10728 


. E 


7 


3-[2-fluoro-3-(trifIuoromethyl)benzylideny!]-5-(4- 

( uinuoroi i lwii iy»7{Ji ici iy laiuii luduuui iy *j ^ niuwiniwi 


10728 


E 


8 


3-[2-fluoro-5-(trifluoromethyl)benzylidenyl]-5-{4- 

( u iiiuor umcu lyiypnei lyiaii hi lvjauiivji iy ij ^ hiuuihiuhc 


10728 


E 


9 


3-[2-fluoro-6-(trifluoromethyl)benzylidenyl]-5-[4- 
\ii iiiuoromcu lyiypi ici jyiarrurivjouiivji iy ij ^ » |UUl " ,c 


10728 


E 


10 


3-(2-carboxymethoxybenzylidenyl)-5-[4- 
^inTiUorornetny ijpneny larninosuiruny ij-£-ii iuuiii iui ie 


10728 


E 


11 


3-[(4-methoxybenzodioxolan-6-yl)methyIidenyl]-5- 
l4-^nnuoronrieLny!;pnenyiarnin 
indolinone 


10728 


F 


2 


3-(2 l 5-dimethoxybenzylidenyl)-5-(morpholin-1- 

» / 1\ ra ml nnci i!ff"*n\/l_.0_ inHnlinnnft 

.yiyarninobuiiuny i"^*u tuuiii iui is 


10728 


F 


3 


S^.e-dimethoxybenzyiidenyO-S-tmcrpholm-l- 

yiydi till luauiiui iy l~wt."U iuuhi iui ic 


10728 


F 


4 


3-(3 t 5-dimethoxybenzyIidenyl}-5-(morphohn-1- 

ul\aminn^i ilfnnvl-^-inrinlinon 3 


10728 


F 


•5 


1 3-(4-dimethylamino-2-methoxybenzy!idenyi)-5- 
i rnui piiwiii i" 1 y i^qi \\\\ lubuiiui iy i £~ inwum iuug 


10728 


F 


6 


3-[(fluoren-2-yi)methylidenyl]-5-(morpholm-1- 
vnaminci^ulfonvl-^-indolinonfi 

y i ioi I in iuouiiui it iuwiii iwi 


10728 


F . 


7 


3-[2-fluoro-3-(trifluoromethyl)benzylidenyl]-5- 
fmnroholin-1 -vnaminc,5ulfonvl-2-indolinone 


10728 


F 


8 


3-[2-fluoro-5-(trifluoromethyI)benzyhdenyil-5- 
(morpholin-1-yl)aminosulfonyl-2 -indolinone 


10728 


F 


9 


3-[2-fluoro-6-(tnfluoromethyl)benzyiidenyl]-5- 
(morphoIin-1-yl)aminosulfonyl-2-indolinone 


10728 


F 


10 


3-(2-carboxymethoxybenzylidenyl)-5-(morphoIin-1- 
yl)aminosu!fonyl-2-indoiinone 
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10728 


F 


11 


3-t(4-methoxybenzodioxolan-6-yi)methylidenyll-5- 
. (morpholin-1 -yl)aminosulfonyl-2-indolinone 


10728 -_ 


G 


2 


3-(2,5-dimethoxybenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10728 

1 


G ' 


3 


3-(2.6-dimethoxybenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


.10728 


G 


4 


3-(3.5-dimethoxybenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10728 


G 


. 5 


3-(4-dimethylamino-2-methoxybenzylidenyl)-5-(2- 
chIoroethyl)-2-indolinone 


10728 


G 


6 


3-[(fluoren-2-yl)methylidenyl]-5-(2-chloroethyl)-2- 
indolinone 


10728 


G 


7 


3-(2-fluoro-3-(trifluoromethyl)benzy!idenyl]-5-(2- 
chloroethyl)-2-indolinone 


10728 


G 


-8 


3-[2-fluoro-5-(trifluoromethyl)benzylidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10728 


G 


9 


3-{2-fluoro-6-(trifluoromethyl)benzylidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10728 • 


G 


10 


3-(2-carboxymethoxybenzylidenyl)-5-(2- 
chloroethyI)-2-indolinone 


10728 


G 


11 


3-[(4-methoxybenzodioxolan-6-yl)methylidenyi]-5- 
(2-chloroethyl)-2-indolinone 


10729 


A 


2 


3-((2-methoxynapth-1-yl)methylidenyl]-5.7-dibromo- 
2-indolinone 


10729 


A 


3 


3-[(1-methoxynapth-4-yl)methylidenyl]-5,7-dibromo- 
2-indolinone 


10729 


A 


4 


3-(4-methylmercaptobenzylideny!)-5,7-dibromo-2- 
indolinone 


10729 


A 


5 


3-[(3-methylthien-2-yl)methylidenylJ-5.7-dibromo-2- 
indolinone 


• 10729 


A 


6 


3-(3-phenoxybenzylidenyl)-5,7-dibromo-2- 
indolinone 
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f 10729 


A 


7 


3-[(pyrid-2-yl)methylidenyl]-5,7-dibromo-2-. 
indolinone 


| . 10729 •_ 


A 


8 


3-[(pyrid-3-yl)methylidenyl]-5,7-dibromo-2- 
indolinone 


j 10729 


A 


9 


3-[(pyrid-4-yl)methylidenyl]-5 l 7-dibromo-2' 
indolinone 


10729 


A 


10 


3-[4-(pyrroIidin-1-yi)ben2ylidenyl]-5,7-dibromo-2- 
indolinone 

II *W will 1^/1 IV* 


| 10729 


A 


11 


3-[(cyciohexen-3-y!)methylidenyl]-5,7-dibromo-2- 

inrfolinonp 


j 10729 


B 


2 


3-[(2-methoxynapth-1-yl)methylidenyl]-5-iodo-2- 
inuounone 


10729 


B 


3 


3-[(1-methoxynapth-4-yl)methyIidenyl]-5-iodo-2- 

inn nil n A n A 

inuounone 


10729 


B 


4 


3-(4-methylmercaptobenzylidenyl)-5-iodo-2- 
inuounone 


10729 


B 


5 


3-[(3-methylthien-2-yI)methylidenyi]-5-iodo-2- 

ll lUUllI lUl lc 


10729 


B 


6 


3-{3-phenoxybenzylidenyi)-5-iodo-2-indolinone 


j 10729 


B 


7 


3-[(pyrid-2-y!)methylidenyl]-5-iodo-2 -indolinone 


! 10729 


B 


8 


3-[(pyrid-3-yl)methylidenyl]-5-iodo-2-indoiinone 


10729 


B 


9 


3-[(pyrid-4-yI)methylidenyi]-5-iodo-2-indolinone 


j 10729 


B 


10 


3-[4-(pyrrolidin-1-yl)benzylidenyl]-5-iodo-2- 
indolinone 


10729 


B 


11 


3-[(cyclohexen-3-yl)methylidenyl]-5-iodo-2- 
indolinone 


10729 


C 


2 


3-[(2-methoxynapth-1-yl)methyiidenyl]-5-bromo-4- 
methyl-2-indo!inone 
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10729 


C 


3 


3-l(1-methoxynapth-4-yl)methylidenylJ-5-bromo-4- 
methyl-2-indolinone 


10729 


C 


4 


3-(4-methylmercaptobenzylidenyl)-5-bromo-4- 
methyI-2-indolinone 


10729 ,. 


c 


5 


3-[(3-methylthien-2-yl)methylidenyl]-5-bromo-4- 
methyl-2-indolinone 


10729 


c 


6 


3-(3-phenoxybenzylidenyl)-5-bromo-4-rnethyl-2- 
indolinone 


10729 


c 


7 


3-[(pyrid-2-yl)methylidenyl]-5-bromo-4-methyl-2- 
indolinone 


10729 


c 


8 


3-[(pyrid-3-yl)methylidenyl]-5-bromo-4-methyl-2- 
indolinone 


10729 


c 


9 


3-[(pyrid-4-yl)methylidenyl]-5-bromo-4-methyl-2- 
indolinone 


10729 


c 


10. 


3-[4-(pyrrolidin-1-yl)benzylidenylJ-5-bromo-4- 
methyl-2-indolinone 


10729 


c 


11 


3-((cyclohexen-3-yl)methylidenyl]-5-bromo-4- 
methyl-2-indoIinone 


10729 


D 


2 


3-[(2-methoxynapth-1 -yl)methylidenyl]-5- 
methylaminosulfonyl-2-indolinor.e 


10729 


D 


.3 


3-[(1-methoxynapth-4-yl)methylidenyl]-5- 
methylaminosutfonyl-2-indolinone 


10729 


D 


4 


3-(4-methylmercaptobenzylidenyi)-5- 
methyIaminosulfonyI-2-indolinor.e 


10729 


D 


5 


3-[(3-methylthien-2-yl)methylidenyl]-5- • 
methyIaminosulfonyl-2-indolinone 


10729 


D • 


6 


3-(3-phenoxybenzylidenyl)-5-methylam:r.osulfonyl- 
2-indolinone 


10729 


D 


7 


3-[(pyrid-2-yl)methylidenyl]-5-methylaminosulfonyl- 
2-indolinone 


10729 


D 


8 


3-[(pyrid-3-yl)methylidenyl]-5-methylaminosulfonyl- 
2-indolinone 



Table 13 
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10729 



10729 



10729 



10729 



10729 



10729 



10729 



10729 



10729 



10729 



10729 



10729 



10729 



10729 



10729 



B 



B 



B 



B 



B 



B 



B 



B 



10 



11 



3-[(pyrid-2-yl)methytidenyl]-5,7-dibromo-2- 
indolinone 



3-[(pyrid-3-yl)methylidenyl]-5,7-dibromo-2- 
indolinone 



3-[(pyrid-4-yl)rnethylidenyl)-5,7-dibromo-2- 
indolinone 



3-[4-(pyrrolidin-1-yl)benzylidenyl]-5.7-dibrorno-2- 
indolinone 



3-[(cyclohexen-3-yl)methylidenyl]-5J-dibromo-2- 
indolinone 



3-((2-methoxynapth-l-yl)methylidenyl)-5-iodo-2- 
indolinone 



10 



11 



3-l(1-methoxynapth-4-yl)methylidenyl]-5-iodo-2- 
indolinone 



3-(4-methyimercaptobenzylidenyl)-5-iodo-2- 
indolinone 



3-[(3-methyIthien-2-yl)methyiidenylJ-5-iodb-2- 
indolinone 



3-(3-phenoxybenzylidenyl)-5-iodo-2-ir.dolinone 



3-[(pyrid-2-yl)methylidenylj-5-iodo-2-indolinone 



3-[(pyrid-3-yl)methylidenylj-5-iodo-2-indolinone 



3-t(pyrid-4-yl)methylidenyl]-5-iodo-2-indolinone 



3-[4-(pyrrolidin-1-yl)benzylideny.l)-5-iodo-2- 
indolinone 



3-t(cyclohexen-3-yl)methylidenyll-5-iodo-2- 
indoltnone 



2 



3-[(2-methoxynapth-1-yl)methylidenyl]-5-bromo-4- 
methyl-2-indolinone 




189 
Table 13 
(continued) 



1072a 


V-/ 


-a 
O 


-fM -mpthnwnaoth-4-vl^rnethvIidenvn-5*brQrno-4- 
methyI-2-indolinone 


10729 


C 


4 


3-(4-methylmercaptobenzyiidenyl)-5-bromo-4- 
methvl-2-indolincne 


10729 


C 


5 


3-((3-methylthien-2-yl)methylidenyl]-5-bromo-4- 
methvl-2-indo!inone 

II IWU ITI 111 W W till W 1 1 w 










| 10729 


c 


6 


3-(3-phenoxyben2ylidenyl)-5-bromo-4-methyl-2- 

Snrinlinnno 

if lUwiinone 


10729 


c 


7 


3-l(pyrid-2-yl)rnethylidenyl]-5-bromo-4-methyl-2- 

indnlinnnp 


10729 


c 


8 


3-[(pyrid-3-yl)methylidenyl]-5-bromo-4-methyl-2- 

inHnlinnno 


10729 


c 


9 


3-[(pyrid*4-yI)methyiidenyl]-5-bromo-4-methy!-2- 
inuuiinune 


10729 


c 


10 


3-[4-(pyrrolidin-1-yl)benzyIidenyi]-5-bromo-4- 

j i icu ly i~^~h luuiu ic 


10729 


c 


11 


3-[(cyclohexen-3-yl)methylidenyl]-5-bromo-4- 
methvl-2-indalinone 

1 1 icu it i £m ii iuuiii iwi iw 


10729 


D 


2 


3-[(2-methoxynapth-1-yl)methylidenyl]-5-' 
methvIaminosuIfanvI-2-indolinone 

1 llwVI IT lul llll IWw \i 1 IW 1 IT 1 b II IW W Ml IVI i*» 


10729 


D 


3 


3-[(1-methoxynapth-4-yl)methylidenyl]-5- 
methvIaminosulfonvl-2-indolinone 

1 llwUljf lull III IWwWHWl IT | *— iitywiiiiwux 


10729 


D 


4 


3-(4-methylmercaptobenzylidenyl)-5- 
methv!aminosulfonvl-2-indolinone 


10729 


D 


5 


3-[(3-methyithien-2-yl)methyIidenyll-5- 
methylarninosulfonyl-2-indolinons 


10729 


D 


6 


3-(3-phenoxybenzy!idenyl)-5-methylaminosulfonyl- 
2-indolinone 


10729 


D 


7 


3-[(pyrid-2-yl)methy!idenyl]-5-methylammosulfonyl- 
2-indoIinone 


10729 


D 


8 


3-[(pyrid-3-yl)methyIidenyl)-5-methylaminosu!fonyI- 
2-indoIinone 
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10729 


0 


9 


3-[(pyrid-4-yl)mathylidenyl]-5-methylarninosulfonyl- 
2-indolinone 


'10729 •-. 


0 


10 


3-[4-(pyrrolidin-1-yl)benzylidenyl)-5- 
methylaminosulfonyI-2-indolinone 


10729 


D' 


11 


3-[(cyclohexen-3-yl)methylidenyl]-5- 
methylaminosulfonyl-2-indolinone 










10729 


E 


2 


3-[(2-methoxynapth-1-yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenyiaminosulfony!]-2-indolinone 


10729 


E 


3 


3-[(1-methoxynapth-4-yl)methylidenyl]-5-[4- 
(trifluoromethyi)phenylaminosulfonyl]-2-indolinone 

\ 4 1*4 4 4 


10729 


E 


4 


3-(4-methylmercaptoben2ylidenyl)-5-[4- 
(trinuoromethyl)pheriylarninosulfony!)-2-indolinone 


10729 


E 


5 


3-[(3-methyithien-2-yl)melhy!idenyll-5-[4- 
(trinuorornethyl)phenylarninosulfonyI]-2-indoIinone 


10729 I 


E 


6 


3-(3-phenoxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10729 


E 


7 


3-[(pyrid-2-yl)mefchylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10729 


E- 


8 


3-[(pyrid-3-y!)methylidenyl]-5-[4- 
(trifluoromethyl)phenyIaminosulfonyl]-2-indonnone 


10729 


E 


9 


3-[(pyrid-4-yl)methyIidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10729 


E 


10 


3-[4-(pyrrolidin-1-yl)benzyIidenyl)-5-[4- 
(trifluoroFnethy!)pheny!aminosulfony!]-2-indolinone 


10729 


.E 


11 


3-[(cyciohexen-3-y!)methylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyI]-2-indolinone 


10729 


F 


2 


3-[(2-methoxynapth-1-yl)methylidenyll-5- 
(morpholin-1 -y I)aminosulfonyl-2-indolinone 


10729 


F 


3 


3-[(1 -methoxynapth-4-yl)methylideny!]-5- 
(morpholin-1-yl)aminosuIfonyl-2-indoIinone 


10729 


F 


4 


3-(4-rnethylmercaptobenzyIidenyl)-5-(morpholin-1- 
yl)aminosulfonyI-2-indolinone 
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10729 


F 


5 : 


J-[(3-methylthien-2-yl)methylidenyl]-5-(morpholin-1- 
yl)aminosulfonyl-2-indolinone 


| .10729 - 


F 


6 


3-(3-phenoxybenzylidenyl)-5-(morpholin-1- 
yl)aminosulfonyI-2-indolinone 


10729 


F 


7 


3-[(pyrid-2-yl)methylidenyl]-5-(morpholin-1- 
yl)aminosulfonyl-2-indolinone 


10729 


F 


8 


3-[(pyrid-3-yl)methylidenyl]-5-(morpholin-1- 
yl)aminosulfonyl-2-indolinone 


10729 


F 


9 


3-[(pytid-4-yl)methylidenyl]-5-{morpholin-1- 
yl)aminosulfonyl-2-indolinone 


j 10729 


F 


10 


3-[4-(py rrolidin-1 -yl)benzylidenylj-5-(morpholin-1 - 
yl)aminosulfonyl-2-indolinone 


i 10729- 


F 


11 


3-[(cyclohexen-3-yl)methylidenyl]-5-(morpholin-1- 
yl)aminosulfonyl-2-indolinone 


10729 


G 


2 


3-[(2-methoxynapth-1-yl)methylidenyl]-5-(2- 
chloroethyl)-2-indolinione 


10729 


G 


3 


3-[(1-methoxynapth-4-yl)methylidenyl]-5-(2- 
chloroethyl)-2-indolinone 


j 10729 


G 


4 


•3-(4-rnethylrnercaptobenzylideriyl)-5-(2- 
chloroethy!)-2-indolinone 


[ 10729 


G 


5 


3-[(3-methyUhien-2-yl)methylidenyl)-5-(2- 
chloroethyl)-2-indolinone 


| 10729 


G 


6 


3-(3-phenoxybenzylidenyl)-5-(2-chloroelhyl)-2- 
indolinone 


10729 


G 


7 


3-[(pyrid-2-yl)methylidenyl]-5-(2-chloroethyl)-2- 
indolinone 


10729 


G 


8 


3-[(pyrid-3-yl)methylidenyl]-5-(2-chloroethyl)-2- 
indolinone 


10729 


G 


9 


3-[(pyrid-4-yl)methylidenyl]-5-(2-chloroethyl)-2- 
indolinone 


10729 


G 


10 


3-[4-(pyrrolidin-1-yl)benzylidenyl]-5-(2-chloroethyl)- 
2-indolinone 
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10729 I 


G 


11 : 


3-[(cyclohexen-3-yl)methy!idenyl)-5-(2-chloroelhyl)- 
2-indolinone 


10730 •-] 


A 


2 


3-(2,3,4-trimethoxybenzylidenyl)-5.7-d!bromo-2- 
indolinone 


10730 


A 


3 


3-(2,4,5-trimethoxybenzylidenyl)-5,7-dibromo-2- 
indolinone 


10730 


A 


4 


3-(3A54rimethoxybenzylidenyl)-5,7-dibromo-2- 
indolinone 


10730 


A 


5 


3-[(1-acetylindol-3-yl)methylidenylJ-5.7-dibromo-2- 
indolinone 


10730 


A 


6 


3-t(6-chloro-1,4-benzofuranon-3-yl)methylidenyl]- 
5,7-dibromo-2-indolinone 


10730 j 


A 


7- 


3-l2-[(2-chlorophenyl)furan-5-yl)methylidenyl]-5,7- 
dibromo-2-indolinone 


10730 


A 


8 


3-[(2-chloroquinolin-3-yl)methylidenyl]-5,7-dibromo- 
2-indolindne 


10730 


A 


9 


3-[(6,a-dibromo-1,4-benzofuranon-3- 
yl)methylidenyl]-5,7-dibromo-2-indolinone 


10730 


A 


10 


' 3-[(2,5^dimethoxytetrahydrofuran-3- 
yI)methylidenyl]-5.7-dibromo-2-indolinone 


10730 


A 


11 . 


3-[(2,3-dimethylfuran-5-yl)methylidenyl]-5,7- 
dibromo-2-indolinone 


10730 


B 


2 


3-(2,3,4-trimethO!<ybenzy!idenyl)-5-iodo-2- 
indolinone 


10730 


B 


3 


3-(2,4,5-trimethoxybenzylidenyt)-5-iodo-2- 
indolinone 


10730 


B 


4 


3-(3,4,5-trimethoxybenzylidenyl)-5-iodo-2- 
indolinone 


. 10730 


B 


5 


3-[(1-acetylindol-3-yl)methylidenyl]-5-iodo-2- 
indolinone 


10730 


B 


6 


3-[(6-chloro-1,4-benzofuranon-3-yl)methylidenyl]-5- 
iodo-2-indolinone 
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10730 


B 


7 I 


3-(2-[(2-chlorophenyl)furan-5-yl]methylidenyl]-5- I 
iodo-2-indolinone 


10730 _ 


B 


8 


3-[(2-chloroquinolin-3-yl)methylidenyll-5-iodo-2- 
indolinone 


10730 

i 


B 


9 . 


3-[(6,8-dibromo-1 ,4-benzofuranon-3- j 
yl)methylidenyl]-5-iodo-2-indolinone 


10730 


B 


10 


3-[(2,5-dimethoxytetrahydrofuran-3- j 
yl)methylidenyl]-5-iodo-2-indolinone 


10730 


B 


11 


3-[(2.3-dimethylfuran-5-yI)methylidenyl]-5-iodo-2- 
indolinone I 


10730 


C 


2 


S^.S^-trimethoxybenzylidenylJ-S-bromo^-methyl- 
2-indolinone j 


10730 


C 


3 j 


3-(2,4.5-trimethoxybenzylidenyl)-5-bromo-4-methyl- 
2-indolinone 


10730 


C 


4 


3-(3,4,5-trimethoxybenzylidenyl)-5-bromo-4-methyl- 
2-indolinone 


10730 


C 


5 


3-[(1-acetyIindol-3-yl)rnethylidenyl]-5-bromo-4- 
methyl-2-indo!inone 


10730 


C 


6 


i 3-[(6-chloro-1,4-benzofuranon-3-yl)methylidenyl]-5- 
bromo-4-methyl-2-indolinone I 


10730 


C 


7 


I 3-[2-[(2-chloraphenyl)furan-5-yl]methyhdenyl]-5- j 
j bromo-4-methyl-2-indolinone 


10730 


C 


. 8 


3-[(2-chloroquinolin-3-yl)methylidenyl]-5-bromo-4- j 
methyl-2-indolinone j 


10730 


C 


9 


i 3-[(6,8-dibromo-1.4-benzofuranon-3- j 
yl)rnethylidenyl]-5-bromo-4-methyl-2-indolinone 


10730 


c 


10 


i 3-[(2,5-dimethoxytatrahydrofuran-3- 
■ y|)methylidenyl]-5-bromo-4-methyl-2-indolinone 


10730 


c 


11 


3-[(2 1 3-dimethylfuran-5-yl)methyhdenyl]-5-bfomo-4- 
methyl-2-indolinone 


10730 


D 


2 


I 3-(2.3.4-trimethoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 



194 
Table 13 
(continued) 



10730 


D 


3 


3-(2,4.5-trimethoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10730 - 


0 


4 


3-(3,4.5-trimethoxybenzy!idenyl)-5- 
methylaminosulfony!-2-indolinone 


10730 

> 


D 


5 


3-[(1-acetylindol-3-yl)methylidenyl)-5- 
methvlaminosulfanv!-2-indolinone 


10730 


D 


6 


S-tCe-chloro-I.A-benzofuranon-S-yOmethylidenyll-S- 
i ncu iy ion liiiuduuui ly i-ii-ii luuuiiwnc 


10730 


D 


7 


3-[2-[(2-chlorophenyl)furan-5-yl]methylideny)]-5- 

mAthvlamino^i ilfnnv/I-9-indolinonP. 

1 1 IGU iy 1CU I 111 iwou ilWl iy I ^ n luum iui 


10730 


D 


8 


3-((2-chloroquinolin-3-yl)methyiidenyl]-5- 

mot hv/icj mi net ci ilff\rw/l-7-inHnlinnnp 
i tie u iy id 1 1 in iuou i ivji ly i-^ n luuiuiui ic. 


10730 


D 


9 


3-[(6,8-dibromo-1,4-benzofuranon-3- 
yi^rnsuiy tiQenyij-o-rneinyiarninuouiiuii/i £. 
indolinone 


10730 


D 


10 


3-[(2,5<iimethoxyteL r ahydrofuran-3- 

\j \\ m o fh v/ f iH ^ n\y II - m p l a m i n n u ! » 3 fivl-2 - 
y I j% i leu iy iivj ci iy ij j 1 1 icu lyiaiimiuauuwiiji 

• indolinone 


10730 


D 


11 


3-((2 l 3-dimethylfuran-5-yi)methylidenyl]-5- 

mpth\/laminn^i llfnnvl-^-indoHnons 
i i icu iy idi i in luou » iw i iy \ £- u iuuui iwnt 


10730 


E 


2 


• 3-(2,3,4-trimethoxybenzylidenyl)-5-[4- 

/ 1- r i fl i mrompthvhnhpn\/lamino^ijlfonvn-2-indolinone 


10730 


E 


3 


3-(2,4,5-trimethoxybenzylideny!)-5-(4- 

/ 1- r i fl 1 1 nrnmp thvl^nhpnvl a mi nn^t J lfanvll-2 -indolinone 
i u iuuui ui i icu iy iy ici iy ion m iusuiivi '/ 'J ' UWMI Wl 1 w 


10730 


E 


4 


3-(3,4,5-trimethoxybenzyiidenyl)-5-[4- 
^riflimrnmpthvnohenviaminosulfonvll-2 -indolinone 


10730 


E 


5 


3-[(1-aGetylindol-3-yl)methylidenyl]-5-(4- 
(trifmoromethyl)phenylaminosulfonyl]-2 -indolinone 


10730 


E 


6 


3-[(6-chtoro-1,4-benzofuranon-3-yl)methylidenyl)-5- 
[4-(trifluoromethyl)phenylaminosulfonyl]-2- 
indoiinone 


10730 


E 


7 


3-[2-((2-ch!orophenyl)furan-5-yl]methylidenyl]-5-[4- 
(trifiuoromethyl)phenylarninosulfonyi]-2-indolinone 


10730 


E 


8 


3-[(2-chloroquinolin-3-yl)methylidenyl)-5-[4- 
(triauoromethyl)phenylaminosulfonyl]-2-indolinone 
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10730 I 


E 


9 


3-[(6 ,8-dibromo-1 ,4-benzofuranon-3- 
yl)methyltdenyl]-5-[4- • 
(trifluoromethyl)pheny!aminosulfonyl]-2-indolinone 


10730 J 


E 


10 


3-[(2.5-dimethoxytetrahydrofuran-3- 
yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenylamtnosulfonyl]-2-indolinone 


10730 

» s 


E ' 


11 


3-[(2.3-dimethylfuran-5-yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoiinone 


10730 


F 


2 


3-(2 l 3 l 4-trimethoxybenzylidenyl)-5-(morpholin-1- 
yl)sulfonyl-2-indolinone 


10730 J 


F 


3 


3-(2,4,5-trimethoxybenzylidenyl)-5-(mdrpholin-1- 
yl)sulfonyI-2-indolinone 


10730 j 


F 


4 


3-(3A5-trimethoxybenzylidenyl)-5-(morpholin-1- 
yl)su!fonyl-2-indolinone 


10730 I 


F. 


5 


3-[(1-acetylindol-3-yl)methylidenyl]-5 : (morphohn-1- 
yI)sulfonyl-2-indolinone 


10730 


F 


6 


3-[(6-chloro-1.4-benzofuranon-3-y:)methyiidenyl]-5- 
( moroholin-1 -vnsulfonvl-2-indolinone 


10730 


F 


7 


3-[2-[(2-chlorophenyl)furan-5-yi]methy!idenyl]-5- 
(morpholin-1 -yljsulfonyl-2-indoiinone 


10730 


F 


8 


3-[(2-chloroquinolin-3-yl)methylidenyl]-5- 
(morpholin-1-yI)sulfonyl-2-indo!inone 


10730 


F 


9 


3-[(6,8-dibromo-1,4-benzofuranon-3- 
yl)methylidenyl]-5-(morpholin-1-yl)sulfonyl-2- 
indolinone 


10730 


I F 


10 


3-[(2,5-dimethoxytetrahydrofuran-3- 
yl)methylidenyl]-5-(morpholin-1-yI)sulfonyI-2- 
indolinone 


10730 


I F 


11 


3-t(2 l 3-dimethylfuran-5-yi)methyltdenyl]-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10730 


G 


2 


3-(2,3,4-trimethoxybenzylidenyl)-5-(2-chloroethyi)- 
2-indolinone 


10730 


G 


3 


3-(2,4,5-trimethoxybenzyiidenyl)-5-(2-chloroethyl)- 
2-indolinone 


10730 


G 


4 


3-(3,4 1 5-trimethoxyben2yhdenyl)-5-(2-chioroethyl)- 
2-indoIinone 
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~ 10730 


G 


5 


3-[(1-acetylindol-3-yl)methylidenyl)-5-(2- 
chloroethyl)-2-indolinone 


.10730 


G 


6 : 


3-[(6-chloro-1,4-ben20furanon-3-yl)methylidenyl]-5- 
(2-chloroethyl)-2-indolinone 


10730 

1 


G 


7 


3-[2-[(2-chlorophenyl)furan-5-yl]methylidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10730 


G 


8 


3-[(2-chloroquinoiin-3-yl)methylidenyl)-5-(2- 
chloroethyl)-2-indoiinone 


10730 


G 


9 


3-((6,8-dibromo-1,4-benzofuranon-3- 
vrtmethvlidenvll-5-(2-chloroethYl)-2-indolinone 


10730 


G 


10 


3-[(2,5-dimethoxytetrahydrofuran-3- 
vhmGthvlidenvn-5-(2-chIoroethvn-2-indolinone 

V 1 J ■ l mil IT 11 w ^1 1 T IJ \^ » * • • * w w i j ■ y • ' 


10730 


G | 


11 


a-KZ^-dimethylfuran-S-yOmethylidenylj-S^- 
ehIaroethvn-2-indolinone 

wl llwl WwVI IT II mm 1» » WW 1 1 » »w» » 


10731 


A 


2 


3-[(9-ethyIcarbazol-3-yl)methylidenyl]-5,7-dibromo- 
2-indolinone 


10731 


A 


3 


3-[(6 t 7-dimethyM ,4-benzopyron-3-yl)methyltdenyl]- 
S^-dibromo^-indoIinone 


10731 


A 


| 4 


3-t[4-(propen-2-yl)cyclohexen-1-yl]methyhdeny!J- 
5,7-dibromo-2-indolinone 


10731 


A 


I 5 


3-[(6-isopropyl-1,4-benzopyron-3-yl)methylidenyl]- 
5,7-dibromo-2-indolinone 


. 10731 


A 


6 


3-[(6-methyl-1 .A-benzopyron-S-yOmethylidenyll-sy- 
dibromo-2-indolinone 


10731 


A 


7 


S-Ke-nitro-l^-benzopyron-S-yOmethyiidenyll-SJ- 
dibromo-2-indolinone 


10731 


A 


8 


S-Kpyrimid-Z^-dion-S-yOmethylidenyll-SJ-dibromo- 
2-indolinone 


10731 


A 


I 9 


3-t(5-methoxyindoi-3-yi)methylidenyl]-5 t 7-dibromo- 
2-indolinone 


10731 


A 


10 


3-(1-methyl-2-oxindol-3-idenyl)-5,7-dibromo-2- 
indolinone 
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10731 I 


A 


11 


3-[2-[2-(nitrophenyl)furan-5-yl)methyIidenyl]-5,7- 
dibromo-2-indolinone 


10731 J 


B 


2 


3-[(9-ethy!c£.-bazo[-3-yl)methylidenyll-5-iodo-2- 
indolinone 


10731 I 


B 


3 


3-[(6,7-dimethyl-1,4-benzopyron-3-yl)methylidenyl]- 
5-iodo-2-indolinone 


10731 


B 


4 


3.[[4-(propen-2-yl)cyclohexen-1-yl]methylidenyi]-5- 
iodo-2-indolinone 


10731 | 


B 


5 


a-Ke-isopropyl-l^-benzopyron-a-ylJmethylidenyl]- 

S-inrio-^-inHnlinnnp 

\J *IUUU ~£m 11 lUwlll 1 Wl 1 w 


10731 | 


B 


6 


3-((6-methyI-1 t 4-benzopyron-3-yI)methylidenyl]-5- 

inHo-^-inrlnlinnnP 

lUUw II IVJVJJU IUI IC 


10731 j 


B 


7- 


3-[(6-nitro-1,4-benzopyron-3-yI)methylidenyl]-5- 

irirIn-?-inr!n!innnp 

lUUVJ"^ It lUUdi \\J\ IC 


10731 | 


B 


8 


3-[(pyrimid-2,4-dion-5ryl)methylid.enyll-5-iodo-2- 

indolinonp 

II 1UUIII IUI IC 


10731 


B 


9 


3-[(5-methoxyindol-3-yl)methylidenyi]-5-iodo-2- 
indolinone 

ii iwwiii iwi iw 


10731 


I 6 


10 


3-(1-methyl-2-oxindol-3-idenyl)-5-iodo-2-indolinone 


10731 


B 


11 


3-[2-[2-(nitrophenyI)furan-5-yl]methylidenyl]-5-iodo- 
2-indolinone 


10731 


i C 


2 


3-[(9-ethylcarbazol-3-yl)methylidenyl}-5-bromo-4- 
methyl-2-indolinone 


10731 


I C 


3 


S-ltej-dimethyl-l^-benzopyron-S-yOmethylidenyl]- 
5-bromo-4-methyl-2-indolinone 


10731 


c 


4 


3-[[4-(propen-2-yl)cyclohexen-1-yl]methylidenyl]-5- 
bromo-4-methyi-2-indolinone 


10731 


i c 


5 


3-[(6-isopropyM,4-benzopyron-3-yl)methylidenyl]- 
5-bromo-4-methyl-2-indolinone 


10731 


I ° 


6 


3-[(6-methyl-1,4-benzopyron-3-y!)methylidenyl]-5- 
bromo^-methyl-2-indolinone 
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Table 13 
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10731 


C 


7 


3-{(6-nitro-1 ,4-benzopyron-3-y!)methylidenyl)-5- 
bromo-4-methyl-2-indolinone 


10731 .. 


c 


8 


3-[(pyrimid-2,4-dion-5-yl)methylidenyl]-5-bronrio-4- 
methyl-2-indolinone I 


10731 


c 


9 


3-[(5-methoxyindol-3-yl)methylidenyl]-5-bromo-4- 
methyl-2-indolinone 


10731 


c 


10 


3-(1-methyl-2-oxindol-3-idenyl)-5-bromo-4-methyl- 
2-indolinone 


10731 


c 


11 


3-[2-[2-(nitrophenyl)furan-5-yl]methylidenyl)-5- 
bromo-4-methyl-2-indolinone 


10731 


D- 


2 


3-[(9-ethylcarbazol-3-yl)methylidanyl]-5- 
methylaminosulfony.l-2-indolinone 


10731 


D 


3 j 


3-[(6,7-dimethyl-1,4-benzopyron-3-yl)methylidenylJ- 
5-methylaminosulfonyl-2-indolir.one 


10731 


D 


4 


3-(i4-(propen-2-yl)cyclohexen-1-yl]metnylidenyl]-5- 
methylarninosulfonyl-2-indolinone 


j 10731 


D 


5 


3-[(S-isopropyl-1 ,4-benzopyron-3-yl)me'.hylidenyl]- 
5-methylaminosulfonyl-2-indolinone 


10731 


D 


6 


I 3-[(6-methyl-1 ,4-benzopyron-3-yl)methyiidenyl]-5- 
methylaminosulfonyl-2-indolincne 


10731 


D 


7 


| 3-((6-nitro-1 ,4-benzopyron-3-yi)methylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


j 10731 


D 


8 


3-[(pyrimid-2,4-dion-5-yl)methylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10731 


D 


9 


j 3-((5-methoxyindol-3-yl)methylidenyl]-5- 
I methyIaminosu!fonyl-2-indo!inone 


10731 


D 


10 


3-(1 -methyl-2-oxindol-3-idenyl)-5- 
methyIaminosulfonyl-2-indolinone 


. 10731 


D 


11 


3-[2-[2-(nitrophenyl)furan-5-yl]methylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10731 


E 


2 


I 3-t(9-ethylcarbazol-3-yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl)-2-indolinone 




Table 13 
(continued) 



10731 


E 


3 


3-[(6.7-dimethyl-1.4-benzopyron-3-yl)methylidenyl]- 
5-[4-(trifiuoromethyl)phenylaminosulfonyl]-2- 
indolinone 


10731 •_ 


E 


.4 


3-[[4-(propen-2-yl)cyclohexen-1-yl]methylidenyl]-5- 
[4-(trifluoromethy!)pheny!aminosulfbnyl]-2- 
indolinone 


10731 

f 


' E 


5 


3-[(6-isopropyl-1.4-benzopyron-3-yl)methylidenyl]- 
5-[4-(trifluoromethyl)phenylaminosulfonyl]-2- 
indolinone' 


10731 


E 


6 


3-[(6-methyl-1,4-benzopyron-3-yl)methylidenyl]-5- 
[4-(trifluoromethyl)phenylaminosulfonyl]-2- 
indolinone 


10731 


E 


7 


3-[(6-nitro-1 ,4-benzopyron-3-yl)methyltdenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10731 


E 


8 


3-t(pyrimid-2,4-dion-5-yt)methylidenylJ-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10731 


E. 


9 


3-((5-methoxyindol-3-yl)methylidenyl]-5-(4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10731 


E 


10 


3-(1-methyl-2-oxindol-3-idenyl)-5-(4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10731 


E 


11 


3-[2-[2-(nitrophenyl)furan-5-yl]methylidenyll-5-[4- 
(trifluoromethyl)phenylaminosulfonyl)-2-indolinone 


10731 


F 


2 


3-[(9-ethylcarbazol-3-yl)methylidenyl]-5-(morphoiin- 
1 -y l)sulfony l-2-indoIinone 


10731 


F 


3 


a-Kej-dimethyl-l^-benzopyron-a-yOmethylidenyl]- 
5-(morpholin-1-yl)sulfonyl-2-indolin6ne 


10731 


F 


4 


3-[(4-(propen-2-yi)cyciohexen-1-yl]methylidenyl]-5- 
(morpholin-1 -yl)sulfonyi-2-indolinone 


10731 


F 


5 


3-t(6-isopropyl-1,4-benzopyron-3-yl)methylidenyl]- 
5-(morpholin-1-yI)sulfonyl-2-indoiinone 


10731 


F 


6 


S-Ke-methyl-l^-benzopyron-S-yOmethylidenyll-S- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10731 


F 


7 


3-[(6-nitro-1,4-benzopyron : 3-yl)methylidenytl-5- 
(morpholin-1-yl)su!fonyl-2-indolinone 


10731 


F 


8 


S-Kpyrimid-Z^-dion-S-ylJmethylidenyll-S- 
(morpholin-l-yl)suIfonyl-2-indoIinone 
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10731 



34(5-methoxyindol-3-yl)methylidenyl]-5-(morpholin- 
1-yl)sulfonyl-2-indolinone 



10731 - 



10731 



10731 



F ' 



10 



3-(1-niethyl-2-oxindol-3-idenyi)-5-(morpholin-1- 
yl)sulfonyl-2-indolinone 



11 



3-[2-[2-(nitrophenyl)furan-5-yl]methyIidenyl]-5- 
(morpholin-1 -yI)su!fonyl-2-indoIinone 



3-[(9-ethylcarbazol-3-yl)methylidenyl]-5-(2- 
ch!oroethyI)-2-indolinone 



10731 



3-[(6,7KiimethyH ( 4-benzopyron-3-yl)methylidenyl]- 
5-(2-chIoroethyl)-2-indolinone 



10731 



3-[[4-(propen-2-yl)cyclohexen-1-yl]methylidenyl]-5- 
(2-chloroethyl)-2-indo!inone 



10731 



3-[(6-isopropyl-1,4-benzopyron-3-yl)methylideny[]- 
5-(2-chloroethyl)-2-indolinone 



10731 



3-[(6-methyl-1,4-ben2opyron-3-yl)methyiidenyl]-5- 
(2-chloroethyl)-2-indolinone 



10731 



S-Ke-nitro-l^-benzopyron-S-ylJmethylidenyll-S^- 
chloroethyI)-2-indolinone 



10731 ' 



3-[(pyrimid-2,4-dion-5-yl)methylidenyl]-5-(2- 
chloroethyl)-2-indolinone 



10731 



10731 



10731 



3-[(5-methoxyindol-3-yi)methylidenyl]-5-(2- 
chloroethyl)-2-indoiinone 



10 



3-(1-methyl-2-oxindoU3-idenyl)-5-(2-chloroethyl)-2 
indolinone 



11 



3-[2-[2-(nitrophenyl)furan-5-yl]methylidenyi)-5-(2- 
ch!oroethyl)-2-indolinone 



10732 


A 


2 


3-[2-(thien-2-yl)-2-(trifluoromethyl)ethylidenyll-5,7- 
dibromo-2-indolinone 


10732 


A 


3 


3-(3,5-diisopropyl-4-methoxybenzylidenyl)-5,7- 
dibromo-2-indolinone 


10732 


A 


4 


3-(3,5-diisopropyl-4-phenoxybenzylidenyl)-5,7- 
dibromo-2-indolinpne 
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Table 13 
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j 10732 


A 


5 .: 


3-(3-t-butyl-4-methoxybenzylidenyl)-5,7-dibromo-2- I 
indolinone 

II 1 w \J III < ■ | 


. 10732 _ 


A 


6 


3-(4-benzyIoxy-3-t-butylbenzylidenyl)-5,7-dibromo- I 


10732 

I * 


A 


7 


3-(3-bromo-5-t-butyM-methoxybenzylidenyl)-5,7- 

riihfnmn-9»indolinQne 1 

UlUl wi k l\J II IVJ VJ HI Iwll C 1 


| 10732 


A 


8 


3-(4-benzyloxy-3-bromo-5-t-butylbenzylidenyI)-5J- 

HiKrornrv-O.Inrinlinnn^ 

UlUl Ul I lU*il~U IUUHI IUI IC | 


10732 


A 


9 | 


S-CS-t-butyl-S-chloro^-melhoxybenzylidenylJ-SJ- 

UlUl Ut UvJ*"^-|l tUVJIli Iwl ic i 


10732 


A 


10 


S^-benzyloxy-S-t-butyl-S-chlorobenzylidenylJ-SJ- 
Qioromo-z-inuuiinune 


10732 


A 


11 


3-(3-t-butyl-5-iodo^-methoxybenzylidenyl)-5,7- i 
uiurorno-ZHntiUHnuiic 


10732 


B 


2 


3-[2-(thien-2-yl)-2-(trifluoromethyl)ethylidenyl]-5- 
iOQQ-^-inaoiinone 


10732 


B 


3 


S^.S-diisopropyl-A-methoxybenzylidenyO-S-iodo^- 
inuoiinune 


10732 


B 


4 


3-(3;5-diisopropyW-phenoxybenzylidenyi)-5-iodo-2- 
inaotinune 


10732 


B 


5 


3-(3-t-butyl-4-methoxybenzylidenyl)-5-iodo-2- 

■ n W ^ [ i /*\ n A 

jnaounone 


I 10732 


B 


6 


3-(4-benzyloxy-3-t-butylbenzylidenyi)-5-iodo-2- 

inHnlinnnp 
II 1UUIII Iwl 1C 


10732 


B 


7 


3-(3-bromo-5-t-butyI-4-methoxybenzyiidenyl)-5- 
iodo-2-indolinone 


10732 


B 


8 


3-(4-benzyioxy-3-bromo-5-t-butytbenzyhdenyl)-5- 
iodo-2-tndoIinone 


10732 


B 


9 


3-(3-t-butyl-5-chloro-4-methoxybenzylidenyl)-5- 
iado-2-indolinone 


10732 


B 


10 


3-(4-benzyloxy-5-t-butyl-3-chlorobenzyhdenyl)-5- 
iodo-2-indoiinone 
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Table 13 
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10732 


B 


11 


3-(3-t-butyl-5-iodo-4-methoxybenzylidenyl)-5-iodo- 
2-indolinone 


10732 _ 


C 


2 


3-(2-(thien-2-yl)-2-(trifluoromethyl)ethylidenyi]-5- 
bromo-4-methyl-2-indolinone 


10732 

I 


C 


3 


3-(3,5-diisopropyl-4-methoxybenzylidenyI)-5- 
bromo-4-methyI-2-indolinone 


10732 

• 


C 


4 


3-(3,5-diisopropyl-4-phenoxybenzylidenyl)-5- 
bromo-4-methyl-2-indolinone 


10732 


C 


5 


3-(3-t-butyl-4-rr.ethoxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10732 


C 


6 


3-(4-benzyloxy-3-t-butylbenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10732 


C 


7 


3-(3-bromo-5-t-butyl-4-methoxybenzyIidenyl)-5- 
bromo-4-methyl-2-indolinone 


10732 


C 


8 


3-(4-benzyloxy-3-bromo-5-t-butylbenzylidenyl)-5- 
bromo-4-methyl-2-indolinone 


10732 


C 


9 


3-(3-t-butyl-5-chloro-4-methoxybenzylidenyl)-5- 
bromo-4-methyl-2-indolinone 


10732 


C 


10 


3-(4-benzyloxy-5-t-butyl-3-chlorobenzylidenyl)-5- 
bromo-4-methyi-2-indoIinone. 


10732 


C 


11 


3-(3-t-butyI-5-iodo-4-methoxybenzylidenyi)-5- 

bromo-4-rnethyl-2-indolinone j 


10732 


D 


2 


3-[2-(thien-2-yl)-2-(trifiuoromethyl)elhylidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10732 


D ' 


3 


3-(3.5-diisopropyl-4-methoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10732 


D 


4 


3-(3,5-diisopropyl-4-phenoxybenzylidenyl)-5- 
metnyiaminosuironyi-z-inaounone 


10732 


D 


5 


3-(3-t-butyl-4-methoxyben2ylidenyl)-5- 
methylaminosulfonyi-2-indolinone 


10732 


• D 


6 


3-(4-benzyloxy-3-t-butylbenzyIidenyl)-5- 
methylaminosutfonyt-2-indolinone 




Table 13 
(continued) 



10732 


0 


7 


3-(3-bromo-5-t-butyl-4-methoxybenzylidenyl)-5- 
methvlaminosulfon\/l-5-inflnlinonp 

1 1 1 w n \ J 101 1 III INJ^UIIUI IV 1 A II IUU1II 1 VI IC 


"10732 _ 


0 


8 


3-(4-ben2yioxy-3-bromo-5-t-buty!benzylidenyl)-5- 
1 iieu lyiarninosuironyi-z-inQOiinone 


10732 

J 


D 


9 


3-(3-t-butyl-5-chloro-4-methoxybenzylidenyf)-5- 

rneinyiaminosuironyi-z-inQoiinone | 


10732 


D 


10 


3-(4-ben2yloxy-5-t-butyI-3-ch!orobenzylidenyl)-5- 
methylaminosulfonyl-2-indoIinone 


10732 


D 


11 


3-(3-t-butyI-5-iodo-4-methoxybenzylidenyl)-5- 
methy!aminosulfonyl-2-indolinone 


10732 


E 


2 


3-[2-(thien-2-yl)-2-(trifiuoromethyl)ethylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoIinone 


10732 


E 


3 


^-(S.S-diisoprdpyM-methoxybenzylidenyO-S-lA- 
(trif)uoromethyI)phenyIaminosulfonyl]-2-indolinone 


10732 


E 


4 


S^S.S-diisopropyW-phendxybenzylidenyJl-S-lA- 
(trifluoromethyl)phenyIaminosulfonyl]-2-indolinone 


10732 


E 


5 


3-(3-t-butyl-4-methoxybenzytidenyl)-5-[4- 
(tnriuorofTieinyijpnenyiarninosuiTonyij-^-inQoiinon 


10732 


E 


6 


* 3-(4-benzyloxy-3-t-buty lbenzylidenyl)-5-[4- 
(tnnuororneinyi/pnenyiarninosuifonyij^^ 


10732 


.E 


7 


3-(3-bromo-5-t-butyl-4-methoxybenzylidenyI)-5-[4- 
^tnnuoromeinyijpnenyiaminosuno 


10732 


E 


8 


3-(4-benzyioxy-3-bromo-5-t-butylbenzylidenyl)-5-[4- 
^innuui uiiicu lyijpneny larTiinosuirony ij"t*u iuuih tune 


10732 


E 


• 9 


3-(3-t-butyl-5-chIoro-4-methoxybenzylidenyl)-5-[4- 

/ tr if! i inrnmofh\/l\rihonulaminftci ilfz-mv/ll-^-inHnlinnnP 
iiiuui ui iieu iy </H* iei ly ioi i in luouiiui ly ij ii luvjnt iuhc 


10732 


E 


10 


3-(4-benzyloxy-5-t-butyi-3-chlorobenzylidenyl)-5-[4- 
(trifluoromethyI)phenyIaminosulfonyl]-2-indolinone 


10732 


E 


11 


3-(3-t-butyl-5-iodo-4-methoxybenzyiidenyl)-5-[4- : 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10732 


F 


2 


3-[2-(thien-2-yl)-2-(trifluoromethyl)ethy!tdenyl]-5- | 
(morpholin-1-yl)sulfonyl-2-indolinone 




Table 13 
(continued) 



10732 


F 


3 


3-(3,5-diisoprppyl-4-methoxybenzylidenyl)-5- 
(morpholin-1 -yl)sulfonyl-2-indolinone 


10732 _ 


F 


4 


3-(3,5-diisopropyl-4-phenoxybenzylidenyl)-5- 
(morphoIin-1 -yl)sulfonyl-2-indolinone 


10732 

1 


F 


5 


3-(3-t-butyl-4-methoxybenzylidenyl)-5-{morpholin-1- 
yl)sulfonyl-2-indolinone 


10732 


F 


6 


3-(4-benzyloxy-3-t-butylbenzylidenyl)-5-(morpholin- 
1-yl)sulfonyl-2-indolinone 


10732 


F 


7 


3-(3-bromo-5-t-butyl-4-methoxybenzylidenyl)-5- 
(morpholin-1-yl)sulfonyl-2-indolinbne 


10732 | 


F 


8 


3-(4-benzyloxy-3-bromo-5-t-butylbenzylidenyl)-5- 
(inorpholin-1-yl)sulfonyl-2-indolinone 


10732 


F 


9 


3-(3-t-butyl-5-chloro^1-methoxybenzylidenyI)-5- 
(moroholin-1-vhsulfanvl-2-indQlinone 


10732 


F 


10 


3-(4-benzyioxy-5-t-butyl-3-chloro-benzylidenyl)-5- 
(morpholin-1-yI)sulfonyl-2-indolinone 


10732 


F 


11 


3-(3-t-butyl-5-iodo-4-methoxybenzylidenyl)-5- 
(morpho!in-1-yl)sulfonyI-2-indolinone 


10732 


G 


2 


3-l2-(thien-2-yl)-2-(trifluoromethyl)ethylidenyl]-5-(2- 
chloroethyl)-2-indolinone . 


10732 


G 


3 


3-(3,5-diisopropyl-4-methoxybenzylidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10732 


G 


4 


3-(3,5-diisopropyl-4-phenoxybenzylidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10732 


G 


5 


3-(3-t-butyl-4-methoxybenzylidenyl)-5-(2- 
chloroethyl)-2-indo!inone 


. 10732 


G 


6 


3-(4-benzyioxy-3-t-butylbenzylidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10732 


G 


7 


3-(3-bromo-5-t-buty!-4-methoxybenzylidenyl)-5-(2- 
chloroethyl)-2-indoIinone 


10732 


G 


8 


3-(4-benzyloxy-3-bromo-5-t-butyIbenzylidenyl)-5-(2- 
chloroethyl)-2-indolinone 




Table 13 
(continued) 



10732 


G 


9 


3-(3-t-butyl-5-chloro-4-methoxybenzylidenyl)-5-(2- 
cnioroeinyij-z-inaoiinone 


10732 - 


G 


10 


3-(4-benzyloxy-5-t-butyl-3-chlorobenzylidenyl)-5-(2- 
cnioroetnyi)-z-inaolinone 


10732 


G 


11 


3-(3-t-butyl-5-iodo-4-methoxybenrylideny!)-5-{2- 
ch!oroethyl)-2-indoIinone 


10733 


A 


2 


3-(4-ben2yloxy-3-t-butyl-5-iodobenzylidenyl)-5,7- 
dibromo-2-indolinone 


10733 


A 


3 


S-CS-t-butyM-methoxy-S-nitrobenzyiidenylJ-SJ- 
dibromo-2-indolinone 


10733 


A 


4 


S-CS.S-di-t-butyW-methoxybenzylidenylJ-SJ- 
dibromo-2-indolinone 


10733 


A 


5 


S-f^benzyloxy-S.S-di-t-butylbenzylidenylJ-SJ- 
dibromo-2-indoIinone 


10733 


A 


6 


3-(3,5-dimethyI-4-methoxybenzyiidenyl)-5,7- 
dibromo-2-indolmone 


10733 


A 


7 


S-tA-benzyloxy-S.S-dimethylbenzylidenylJ-S,?- 
dibromo-2-indolinone- 


10733' 


A 


8 


3-(5-bromo-2-hydroxy-3-methoxybenzylidenyl)-5,7- 
dibromo-2-indolinone 


10733 


A 


9 


S^S-bromo^-hydroxybenzylidenylJ-SJ-dibrorno^- 
indolinone 


10733 


A 


10 


3-(2-hydroxy-5-nitrobenzylideny!)-5,7-dibromo-2- 
indolinone 


10733 


A 


11 


3-(4-hydroxy-3-methoxy-2-nitrobenzylidenyl)-5,7- 
dibromo-2-indolinone 


10733 


B 


2 


3-(4-benzyloxy-3-t-butyU5-iodobenzylidenyl)-5-iodo- 
2-indolinone 


10733 


B 


3 


3-(3-t-butyl-4-methoxy-5-nitrobenzylidenyl)-5-iodo- 
2-indolinone 


10733 


B 


4 


3-(3 t 5-di-t-butyl-4-methoxybenzylidenyl)-5-iodo-2- 
indolinone 



10733 ] 


B 


5 


3-(4-benzyloxy-3,5-di-t-butylbenzylidenyl)-5-iodo-2- 
indolinone 


.'10733 _| 


B 


6 


3-(3,5-dimethyl-4-methoxybenzylidenyl)-5-iodo-2- 
indolinone 


10733 ~T 

• * s 


B 


7 


3-(4-benzyloxy-3,5-dimethylbenzylideny!)-5-iodo-2- 
indolinone 


10733 


B 


8 


3-(5-bromo-2-hydroxy-3-methoxybenzylidenyl)-5- 
iodo-2-mdolinone 


10733 


B 


9 


3-(5-bromo-2-hydroxybenzylidenyl)-5-iodo-2- 
indolinone 


10733 


B 


10 


3-(2-hydroxy-5-nitrobenzylidenyl)-5-iodo-2- 
indolinone 


10733 


B 


11 


3-(4-hydroxy-3-methoxy-2-nitrobenzylidenyl)-5- 
iodo-2-indolinone 


10733 


C 


2 


3-(4-benzyloxy-3-t-butyl-5-iodobenzyiidenyl)-5- 
bromo-4-methyl-2-indohnone 


| 10733 


C 


3 


3-(3-t-butyl-4-meihoxy-5-nitrobenzylidenyl)-5- 
bromo-4-methyl-2-indoIinone 


10733 


C 


4 


3-(3 ( 5-di-t-butyl-4-methoxybenzyIidenyl)-5-bromo-4- 
methyI-2-indolinone 


10733 


C 


5 


S^-benzyloxy-S.S-di-t-butylbenzylidenyO-S-bromo- 
4-methyl-2-indolinone 


10733 


c 


6 


3-(3,5-dimethyl-4-methoxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10733 


c 


7 


S-CA-benzyloxy-S.S-dimethylbenzylidenyO-S-bromo- 
4-methyI-2-indolinone 


10733 


c 


8 


3-(5-bromo-2-hydroxy-3-methoxybenzylidenyl)-5- 

hrnmn-^l-mpth\yL9 .indnlinone 

Ul Ul 1 lw**t"l 1 ICU IV 1 *- 11 I w Will IWI iw 


10733 


c 


9 


3-(5-bromo-2-hydroxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10733 


I c 


10 


3-(2-hydroxy-5-nitrobenzyiidenyl)-5-bromo-4- 
methyl-2-indo!inone 
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Table 13 
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[" 10733 


C 


11 


3-(4-hydroxy-3-methoxy-2-nitrobenzylidenyl)-5- 
bromo-4-methyl-2-indolinone 


'10733 - 


D 


2 


3-(4-benzyloxy-3-t-butyl-5-iodobenzylidenyl)-5- 
methvlaminosulfonvl-2-indoiinone 

1 1 IvU IT IUI till IWwUIIWI '7 1 *• IIIWIIHWMW 


| 10733 

I l 


D 


3 


3-(3-t-butyl-4-methoxy-5-nitrobenzylidenyi)-5- 
methvlaminosulfonvU2-indo!inone 


10733 


D 


4 


3-(3,5-di-t-butyl-4-methoxybenzylicienyl)-5- 
methviaminosuIfonvl-2-indo!inons 

l I ic Li I j ioi I ill ivou 1 1 <j i i y i £m ii luwiii iwi iv* 


10733 


D 


5 


S^-benzyloxy-S.S-di-t-butylbenzyiidenyO-S- 

mpthvlamino^i tlfnnvl-2-indoIinonfi 

1 1 ivwVi ijfiai i in two Li 1 1 vj 1 1 y i ^» 1 1 iu win iui ic 


10733 


D 


6 


3-(3,5-dimeihyl-4-methoxybenzylidenyl)-5- 

m^fhvlaminn^t ilfonx/l-^-inrinlinon© 
1 1 icu ty icu i in iwouuui ly i *» u iuumi iwi ie 


10733 


D 


7 


3-(4-benzyloxy-3,5-dimethyIbenzyltd9nyl)-5- 

m^thvlaminn^i ilfnrwl-?-inHnlinon£ 

1 I ICU ij IOI 1 III IUJUIIUI ly 1 £m II iwwlll 1 VI IC 


10733 


D 


8 


3-(5-bromo-2-hydroxy-3-methoxybenzylidenyl)-5- 

mpfhvlaminn^i ilfnn\/I-9-infIolinon& 

1 1 ICS vl \j (Ot 1 111 lUOUIIul ly 1 £. II IUUIIIIWMC 


| 10733 


D 


9 


3-(5-bromo-2-hydroxybenzylidenyi)-5- 
methvlaminosulfonvl-2-indolinone 

1 lldl IT IQII III IWwUIIWI IT 1 H IUWHHVIIW 


I 10733 


D 


. 10 


3-(2-hydroxy-5-nitrobenzylidenyl)-5- 
rn6thyIaminosulfonyI-2-indolinone 


10733 


D 


11 


3-(4-hydroxy^3-methoxy-2-nitrobenzylidenyi)-5- 
methylaminosulfonyl-2-indolinone 


10733 


E 


2. 


3-(4-benzyloxy-3-t-bulyl-5-iodobenzylicenyl)-5-[4- 
(trinuoromethyl)phenylarninosuifony!]-2-indolinone 


10733 


E ' 


3 


3-(3-t-buty!-4-methoxy-5-nitrobenzylidenyl)-5-[4- 
(trinuoromethyl)phenylaminosulfonyl]-2-indoIinone 


| 10733 


E 


4 


S^.S-di-t-butyW-methoxybenzylicenyO-S-^- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


I 10733 


■ E 


5 


3-(4-benzyloxy-3 > 5-di-t-butylbenzylicenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoIinone 


10733 


E 


6 


3-(3,5-dimethyl-4-methoxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indoIinone 
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10733 


E 


7 


3-(4-benzyloxy-3.5-dimethylbenzytidenyl)-5-[4- 

(tr\fi\ tornmp^i/hnhpnvlaminnci ilfnn\yn«?-inrtniinnn^ 
\{i iiiuui vji i icu ly i^pi ici iy lot nu luouuui ly luuui iwi tc 


\ 10733 _ 


E 


8 


3-(5-bromo-2-hydroxy-3-methoxybenzylidenyl)-5-(4- 
uiuororneuiy ijpnenyiarninosuironyij'^^muounane 


10733 

» 


E 


9 


3-(5-bromo-2-hydroxybenzylidenyl)-5-[4- 

/ f ri fi i inromofh\/l\nhanv/l5m!nnei i \ fr^ n \/ *2 -inHnlinnnP 

iiiuui uiTicuiyiypiicnyiarnino5U luum iui ic 


10733 


E 


10 


3-(2-hydroxy-5-nitrobenzylidenyl)-5-[4- 
(tnnuoroiTietnyijpnenyianriinosuironyij-z-inao 


10733 


E 


11 


3-(4-hydroxy-3-methoxy-2-nitrobenzylidenyl)-5-[4 : 
(trifluoromethyl)phenylaminosuifonyl]-2-indo!inone 


10733 


F 


2 


3-(4-benzyloxy-3-t-butyl-5-iodobenzylidenyl)-5- 
(morpholin-1-yI)sulfonyl-2-indolinone 


10733 


F 


3 


3-(3-t-butyl-4-nnethoxy-5-nitrobenzylideny!)-5- 
(morpholin-1-yI)sulfonyl-2-indo!inone 


10733 


F 


4 


3-(3,5-di-t-butyl-4-methoxybenzylidenyl)-5- 
(morpholin-1-yl)sulfonyl-2-indo!inone 


10733 


F 


5 


3-(4-benzyioxy-3,5-di-t-butylbenzylidenyl)-5- 
(morpholin-1-yl)sulfonyl-2-indoiinone 


10733 


F 


6 


•3-(3 ( 5-dimethyl-4-methoxybenzyIidenyl)-5- 
(morpho]in-1-yl)sulfonyi-2-indoIinone 


• 10733 


F 


7 


3-(4-benzylox7-3,5-dimethylbenzylidenyl)-5- 
(morphoIin-1-yl)sulfonyl-2-indolinone 


10733 


F 


8 


3-(5-bromo-2-hydroxy-3-methoxybenzylidenyl)-5- 
^morpnoiin-i -yijsuironyi-ZHnaounane 


10733 


F 


9 


3-(5-bromo-2-hydroxybenzyiidenyl)-5-(morpholin-1- 
yijsu irony i-^-inaonnone 


10733 


F 


10 


3-(2-hydroxy-5-nitrobenzylidenyt)-5-(morphalin-1- 
yl)sulfonyl-2-indo!inone 


10733 


F 


11 


3-(4-hydroxy-3-methoxy-2-nitrobenzylidenyl)-5- 
(morpholin-1-yl)suifonyl-2-indo!inone 


10733 


G 


2 


3-(4-benzyloxy-3-t-butyl-5-iodobenzylideny!)-5-(2- 
chloroethy!)-2-indolinone 
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10733 


G 


3 


3-(3-t-butyl-4-methoxy-5-nitrobenzylidenyl)-5-(2- 
cniurQeinyij-z-inuQiinone 


10733 _ 


G 


4 


a^a.S-di-t-butyM-methoxybenzylidenyO-S-CZ- 
cnioroeinytj-z-inaounone 


10733 

• 


G 


5 


3-(4-benzyloxy-3,5-di-t-butylben2ylideny!)-5-(2- 
cnioroeinyfj-^Hnuounone 


10733 


G 


6 


3-{3,5Kliniethyl-4-methoxyben2yridenyl)-5-{2- 
cnioroetnyij-z-inaoiinone 


10733 


G 


7 


3-(4-ben2ylox7-3 ( 5Hjimethylbenzylidenyl)-5-(2- 
cnioroecnyi;-z-inaoiinone 


.10733 


G 


8 


3-(5-bromo-2-hydroxy-3-methoxybenzylidenyI)-5- 
^-cnioroetnyl)-2-indolinone 


10733 


G 


9 


3-{5-bromo-2-hydroxybenzylidenyl)-5-(2- 
ch!oroethyI)-2-indolinone 


10733 


G 


10 


3-(2-hydroxy-5-nitrobenzylidenyl)-5-(2-chloroethyl)- 
2-indolinone 


10733 


G 


11 


3-(4-hydroxy-3-methoxy-2-nitrobenzyiidenyl)-5-(2- 
chtoroethyl)-2-indolinone 


10734 


A 


2 


3-(3-ethoxy-2-hydroxybenzyiidenyl)-5 t 7-dibromo-2- 
indolinone 


10734 


A 


3 


S-tS.S-dichloro^-hydroxybenzylidenylJ-SJ- 
dibrorrio-2-indoIinone 


10734 


A 


4 


3-(5-chloro-2-hydroxybenzylidenyl)-5,7-dibromo-2- 
indolinone 


10734 


A 


5 


3-(4-diethylamino-2-hydroxybenzyIidenyl)-5,7- 

U1U1 Ul ilU-^-lf tUUlli lUl lc 


10734 


A 


6 


3-(4-nitrobenzylidenyl)-5,7-dibromo-2-indolinone 


j 10734 


A 


7 


S-^Snjibromo^-hydroxybenzylidenyO-SJ- 
dibromo-2-indolinone 


10734 


A 


8 


3-(3-fiuoro-2-hydroxybenzylidenyl)-5,7-dibromo-2- 
indolinone 
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10734 


A 


9 


3-(3-bromo-4-hydroxybenzylidenyl)-5,7-dibromo-2- 
indolinone 


•10734 _ 


A 


10 


3-(4-t-butylbenzylidenyl)-5,7-<librofTio-2-indolinone 


10734 

I 


A 


11 


3-[(2-bromothien-5-yl)methylidenyl]-5.7-dtbromo-2- 
indolinone 


10734 


B 


2 


3-(3-ethoxy-2-hydroxybenzylidenyl)-5-iodo-2- 
indolinone 


10734 


B 


3 


3-(3,5-dichloro-2-hydroxybenzylidenyl)-5-iodo-2- 
indolinone 


10734 


B 


4 


3-(5-chloro-2-hydroxybenzylidenyl)-5-iodo-2- 
• indolinone 


10734 


B 


5 


3-(4-diethylamino-2-hydroxybenzylidenyl)-5-iodo-2- 
indolinone 

* 


10734 


B 


6 


3-(4-nitrobenzyIideny!)-5-iodo-2-indolinone 


10734 


B 


7 


3-(3,5-dibromo-2-hydroxybenzy!idenyl)-5-iodo-2- 
indolinone 


10734 


B 


. 8 


3-(3-fiuoro-2-hydroxybenzylidenyl)-5-iodo-2- 
indolinone 


10734 


B 


9 


3-(3-bromo-4-hydroxybenzyiidenyl)-5-iodo-2- 
indolinone 


10734 


B 


10 


3-(4-t-butylbenzylidenyl)-5-iodo-2-indolinone 


10734 


B 


11 


3-[(2-bromothien-5-yl)methyiidenyij-5-iodo-2- 
indolinone 


10734 


C 


2 


3-(3-ethoxy-2-hydroxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10734 


C 


3 


3-(3,5-dichloro-2-hydroxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10734 


C 


4 


3-(5-chloro-2-hydroxybenzyiidenyl)-5-bromo-4- 
methyl-2-indolinone 
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10734 


C 


5 


3-(4-diethylamino-2-hydroxybenzylidenyl)-5-bromo- 
4-methvl-2-indolinone 


10734 _ 


C 


6 


3-(4-nitrobenzy!idenyl)-5-b'romo-4-methyl-2- 
inuuiinone 


10734 


C 


7 


3-(3 ( 5-dibromo-2-hydroxybenzy]idenyl)-5-bromo-4- 
rnsinyi-z-inaounQne 


10734 


C 


8 


3-(3-fluoro-2-hydroxybenzylidenyl)-5-bromo-4- 
rneuiyi-z-inaoiirione 


10734 


C 


9 


3-{3-bromo-4-hydroxybenzylidenyl)-5-bromo-4- 
rnetnyi-z-inaoiinone 


10734 


C 


10 


3-(4-t-buty!benzy!ideny!)-5-bromo-4-methyi-2- 
indolinone 


10734 


C 


11 


3-[(2-bromothien-5-y!)methylideny!)-5-bromo-4- 

pnnikwl O I n i4 ri 1 1 n n n n 

meLnyi-^i-inaoiinone 


10734 


D 


2 


3-(3-ethoxy-2-hydroxybenzylidenyl)-5- 
iTieLnyiaminosuiionyi-z-inaounon 


10734 


D 


3 


S^S.S-dichloro^-hydroxybenzylidenylJ-S- 
meiny larrunuauiiuny i-^~n muni iui ic 


10734 


D 


4 


• 3-(5-chloro-2-hydroxybenzyiideny!)-5- 
meu>yi3rninosuironyi-^Hnuuiinon 


10734 


0 


5 


3-(4-diethylamino-2-hydroxybenzylidenyl)-5- 
rnsinyiarninosuuonyi-zrinu 


10734 


D 


6 


3-(4-nitrobenzylidenyl)-5-methylaminosulfonyl-2- 

II lUUIIi IUI IC 


10734 


0 


7 


3-(3,5-dibromo-2-hydroxybenzylidenyl)-5- 
mSinyiaiTiinosu irony i-^-inuvjuiiui ic 


10734 


D 


8 


3-(3-fluoro-2-hydroxybenzyiidenyl)-5- 
methylarninosulfonyl-2-indoIinone 


10734 


D 


9 


3-(3-bromo-4-hydroxybenzyhdenyl)-5- 
methylaminosulfonyI-2-indolinone 


10734 


D 


10 


3-(4-t-butylbenzylidenyl)-5-methyiaminosulfonyl-2- 
indolinone 
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10734 


D 


11 


3-[(2-bromothien-5-yl)methylidenyl]-5- 
methylaminosulfonyl-2-indolir.one 


10734 _ 


E 


2 


3-{3-ethoxy-2-hydroxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylsminosulfonyl]-2-indolinone 


10734 

J 


E 


3 


3-(3,5-dichloro-2-hydroxybenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosuifonylj-2-indolinone 


10734 


E 


4 


3-(5-chloro-2-hydroxybenzylidenyl)-5-(4- 
ftrifiuoromathvnDhenvlaminosulfonvll-2-indolioone 

1 fcl III W \* • \* III %l IT 91 mr 1 1 W 1 IT IQ| 9 1 1 1 1^* W W 1 1 \f ' • J ■ J •* 11 1 • 1 ■ ■ * 


10734 


E 


5 


3-(4-diethylamino-2-hydroxyben2yiicenyl)-5-[4- 

/frifli foroniPthvnnhpnv!aminn^Mlfon\/ll«2-iridolinonfi 

i u ii luui ui i icu ty >ci ijr lOl I ill iwouiiwi i y ij *- iiiuwiihww* 


10734 


E 


6 


• 3-(4-nitrobenzylidenyl)-5-[4- 

" f trtfli inrnmPihvnnhpnvlaminnQi iIfnnvn-7-indolinon© 


10734 


E 


7 


3-(3 ( 5-dibromo-2-hydroxybenzylid6nyl)-5-[4- 

^uiiiuuiufticuiyi^piici ly left Mi iuoUuui ly ij"£~u iuuiii iwi ic 


10734 


E 


8 


3-(3-fluoro-2-hydroxyben2ylidenyi)-5-[4- 
^trifluoromethvnDhenvlaminosLiIfonvn-^-indoIinons 

\ kl IIIUUI wl 1 lb VI IT * J f" 1 IV*' IT lul 1 lit I \J ijwtl Wl 'J'i *" ii»ww»»iiwi»v* 


10734 


E 


9 


3-(3-bromo-4-hydroxybenzylidenyl)-5-[4- 
ftrifluoromethvnDhenvlaniinosulfonvll-2-indolinone 


10734 


E 


10 


3-(4-t-butylbenzylidenyl)-5.[4- 
(trifluoromethyl)phenylarninosulfonyij-2-indoIinone 


10734 


E 


11. 


3-[(2-bromothien-5-yl)methylideny!)-5-[4- 
(trifluorornethyl)phenylarninosulfony(]-2-indo!inone 


10734 


F 


2 


3-(3-ethoxy-2-hydroxybenzylidenyl)-5-(morpholin-1- 
yl)sulfonyl-2-indolinone 


10734 


F 1 


3 


3-(3,5-dich!oro-2-hydroxybenzylicenyl)-5- 
(morpholin-1 -yl)sulfony l-2-indoiinone 


10734 


F 


4 


3-(5-chloro-2-hydroxybenzylidenyl)-5-(morpholin-1- 
yl)su!fonyl-2-indolinone 


10734 


F 


5 


3-(4-diethy!amino-2-hydroxybenzyiidenyl)-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10734 


F 


6 


3-(4-nitroben2ylidenyl)-5-(morpholin-1-yl)sulfonyI-2- 
indolinone 
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10734 


F 


7 


3-(3.5-dibromo-2-hydroxybenzylidenyl)-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10734 _ 


F 


8 


3-(3-fluoro-2-hydroxybenzylidenyl)-5-(morpholin-1- 
yl)su!fonyl-2-indolinone 


10734 


F 


9 


3-{3-bromo-4-hydroxybenzylidenyl)-5-(morpholin-1- 
yI)sulfonyl-2-indolinone 


10734 


F 


10 


3-(4-t-butylbenzylidenyl)-5-(marpholin-1-yl)sulfonyl- 
2-indolinone 


10734 


• F 


11 




10734 


G 


2 


3-(3-ethoxy-2-hydroxybenzylidenyl)-5-(2- 
chIoroethvn-2-indalinone 


10734 


G 


3 


. 3-(3,5Hjichioro-2-hydroxyben2ylideny!)-5-(2- 

chloroethvh-9-inHnlinnnP 


10734 


G 


4 


3-(5-ch!oro-2-hydroxybenzyiidenyl)-5-(2- 

f*hlnrnpfh\/n-9-mHnlinnnA 
v*i iiwi ucu ly i^-a-ii luunuui ic 


10734 


G 


5 


3-{4-diethylamino-2-hydroxybenzylidenyl)-5-(2- 
chloroethvn-2-indoIinone 


10734 


G 


6 


• 3-(4-nitrobenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10734 


G 


7 


3-(3,5-dibromo-2-hydroxybenzy!idenyl)-5-(2- 
chloroethvh-2-indoIinone 

Wl IIWI Wvtl IT 1 J £m II Iwvlll IWI Ito 


10734 


G 


8 


3-(3-fluoro-2 -hydroxy benzylidenyl}-5-(2- 
ehloroethyl)-2-indolinone 


10734 


G 


9 


3-(3-bromo-4-hydroxybenzyiidenyl)-5-(2- 
chloroethyI)-2-indolinone 


10734 


G 


10 


3-(4-t-butylbenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10734 


. G 


11 


3-t(2-bromothien-5-yl)methylideny!]-5-(2- 
chloroethyl)-2-indolinone 



Table 14 



Barcode/ 
Plate Row- 
Plate Column 


Flk Kinase 


Biochem EGFR 


PDGF 
Kinase 


Met Kinase 




%lnhibition 


% Inhibition 


%lnhibition 


% Inhibition 


10717/A02 


0.1 


24.3 




46.1 


10717/A03 


2.9 


1.0 




54.6 


10717/A04 


-4.5 


29.0 




37.4 


1O717/A05 


-2.6 


16.6 




35.6 


10717/A06 


-10.8 


-7.8 




31.7 


10717/A07 • 


-6.4 


20.2 




29.2 


10717/A08 


-5.2 


39.1 




21.7 


10717/A09 | 


-3.9 


37.7 




9.4 


10717/A10 


^3.3 


8.1 




71.6 


10717/A11 


-5.8 


59.9 




64.8 


10717/B02 


5.0 


31.7 




87.5 


10717/B03 


-8.8 


7.3 




90.5 


10717/B04 


-18.3 


10.3 




70.0 


10717/B05 


1.0 


31.7 




87.4 


10717/B06 


5.4 


-30.8 




89.5 . 


10717/B07 


-18.3 


58.3 




90.0 


10717/B08 


-0.9 


60.5 




88.8 


10717/B09 


-40.7 


78.3 




88.8 


10717/B10 


-2.3 


16.1 




56.1 


10717/B11 


11.4 


82.7 




91.0 


10717/C02 


. 4.1 


-0.4 




29.7 


10717/C03 


-7.7 


18.0 




25.3 


10717/C04 


-0.8 


14.4 




25.0 


10717/C05 


-2.3 


13.1 




44.6 


10717/C06 


7.6 


-49.7 






10717/C07 


1.6 


28.7 




16.5 


10717/C08 


7.0 


24.3 




27.3 


10717/C09 


• 77.1 


8.1 




47.7 


10717/C10 


-8.0 


17.5 




22.8 


10717/C11 


4.6 


67.3 




71.8 


10717/D02 


5.1 


10.1 




28.6 


10717/D03 


1.1 


-1.4 




11.1 


10717/D04 


-2.1 


4.9 




21.0 


10717/D05 


-3.8 


-2.8 




23.8 


10717/D06. 


1.0 


-23.4 


• 


33.8 


10717/D07 


-8.4 


-4.5 




16.8 


10717/D08 


6.8 


-7.8 




16.0 


10717/D09 


-55.0 


6.8 




29.1 


10717/D10 


-6.0 


3.5 




15.6 


10717/D11 


11.6 


59.1 




55.3 


10717/E02 


17.9 


17.2 




24.0 


10717/E03 


19,0 


11.7 




52.2 


10717/E04 


6.1 


-28.3 




29.4 


10717/E05 


13.2 


22.4 




39.1 


10717/E06 


7.5 


-26.1 




24.8 


10717/E07 


15.3 


-7.8 




41.0 


10717/E08 


13.2 


28.2 




51.7 


10717/E09 


-1.1 


-5.8 




19.2 


10717/E10 


4.7 


-6.1 




35.9 


10717/E11 


8.9 


44.9 




75.1 
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10717/F02 


2.2 


6.2 




30.4 


10717/F03 


0.5 


-4.7 




42.8 


10717/F04 


-0.1 


-15.7 




11.4 


10717/F05 


3.2 


-20.1 




21.5 


10717/F06 


8.9 


-22.8 




49.0 


10717/F07 


2.0 


-14.3 




37.6 


10717/F08 


-0.7 


-23.4 




64.0 


10717/F09 


-13.3 


1.8 




41.4 


10717/F10 


-4.4 


-26.4 




54.6 


10717/F11 ' 


1.4 


91.2 




81.5 


10717/G02 


14.9 


32.3 




30.7 


10717/G03 


1.8 


18.8 




4.5 


10717/G04 


0.8 


6.0 




10.9 


10717/G05 


5.3 


-0.1 




4.7 


10717/G06 


4.3 


-3.4 




34.0 


10717/G07 


-17.0 


13.1 




7.5 


10717/G08 


1.9 


36.4 




10.9 


10717/G09 


-29.7 


24.9 




19.1 


10717/G10 


4.8 


2.4 




30.9 


10717/G11 


16.4 


71.7 




73.8 


10718/A02 


3.0 


11.3 




54.6 


10718/A03 


7.6 


-6.1 




92.7 


10718/A04 


6.9 


27.3 




81.7 


10718/A05 


3.2 


-6.9 




36.1 


10718/A06 


7.8 


19.4 




61.3 


10718/A07 


16.2 


-10.6 




58.6 


10718/A08 


3.2 


5.8 




36.8 


10718/A09 


-18.4 


-4.1 




67.7 


10718/A10 


23.4 


41.5 




77.9 


10718/A11 


2.7 


21.2 . 




58.9 


10718/B02 


7.0 


24.9 




52.9 


10718/B03 


1.7 


-0.2 




77.9 


10718/B04 


11.8 


8.5 




63.9 


10718/B05 


11.5 


56.3 




76.0 


10718/B06 


16.5 


28.5 




78.4 


1071S/B07 


17.7 


9.9 




53.7 


10718/B08 


5.4 


28.9 




63.4 


10718/B09 


-14.7 


-0.8 




52.9 


10718/B10 


20.1 


13.7 




83.6 


10718/B11 


. 4.5 


30.3 




69.6 


10718/C02 


26.2 


-21.9 




29.6 


10718/C03 


-13.9 


41.3 




95.7 


10718/C04 


15.3 


14.8 




93.1 


10718/C05 


20.5 


10.9 




8.7 


10718/C06 


16.8 


5.6 




3.9 


10718/C07 


6.3 


-4.9 




29.6 


10718/C08 


19.6 


13.1 




22.7 


10718/C09 


5.3 


26.5 




38.2 


10718/C10 


-11.9 


-18.7 




4.4 


10718/C11 


11.4 


-0.2 




, 10.1 


10718/D02 


13.3 


14.4 




32.0 


10718/D03 


1.1 


61.9 




92.9 


10718/D04 


6.4 


52.0 




92.9 


10718/D05 


11.5 


2.8 




10.6 
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10718/D06 
[ 10718/P07 
1 10718/D08 
10718/D09 
10718/D10 
10718/D11 
I 10718/EQ2 
110718/E03 
I 10718/E04 
10718/E05' 



15.8 

7.8 

3.9 

-9.1 

15.0 

13.3 

19.7 

10.0 

15.1 

16.1 



20.0 
5.6 
3.0 
6.0 
12.3 
5.4 
1.0 
50.4 
16.4 
-3.1 



11.1 
26.1 
2.3 
9.9 
55.3 
11.3 
46.3 
95.3 
87.7 
32.2 



10718/E06 



I10718/E07 



P107T8/E08 



M07T8/E09 



15.4 
15.6 
9.2 



0.9 



2.0 
13.9 
9.3 
17.0 



33.4 
80.5 
69.6 
80.8. 



10718/E10 



[T0718/E11 
10713/F02 



15.2 
12.1 



20.1 



110718/F03 -0-2 

|10718/F04 I 9A~ 

10718/F05 I 19-5 

|10718/F06 18.3 

10718/F07 t 16.5 



-7.5 
-15.2 



17.8 
22.5 



1.2 
-4.9 
-9.1 
-6.3 



60.8 
37.5 



66.7 
87.9 



78.1 
53.7 
42.5 
67.9 



I10718/F08 



15.3 



-8.7 



28.4 



I10718/F09 



-3.0 



-9.5 



52.7 



PT0718/F10 



17.9 



-12.0 



23.7 



I10718/F11 



M0718/G02 



10.1 



-2.5 



-3.9 
49.2 



31.3 
67.7 



I10718/G03 



-4.7 



57.3 



77.9 



M0718/G04 



I10718/G05 



1.8 



3.7 



15.8 
2.8 



78.1 
60.3 



10718/G0S 



9.8 



-18.7 



61.0 



I10713/G07 



11.4 



-21.3 



52.0 



11071 8/G08 



10718/G09 



M0718/G10 



10718/G11 



6.1 
-12.8 



7.1 



15.6 



-8.3 
-15.4 
-7.5 
-4.9 



17.5 
27.0 
10.8 
3.0 



10719/A02 



21.4 



43.0 



40.9 



10719/A03 



3.9 



67.7 



84.1 
22.9 



10719/A04 



I10719/A05 



10719/A06 



19.2 
10.0 



14.0 



43.7 
23.1. 



18.2 



39.6 
-7.0 



10719/A07 



21.3 



15.5 



68.1 



10719/A08 



11.9 



47.3 



75.5 



I107T9/A09 



12.3 



2.2 



47.0 



10719/A10 



10.9 



8.2 



13.4 



10719/A11 



7.4 



10.5 



34.9 
47.0 



[10719/B02 



11.5 



29.0 



10719/B03 



14.2 



59.5 



85.8 
38.4 



ri0719/B04 



10719/B05 



10719/B06 



10719/B07 



10719/B08 



10719/B09 



24.9 



17.7 



21.3 



12.5 



4.0 



11.3 



29.9 
35.9 



-0.5 
23.7 
42.3 
-17.7 



33.6 
22.5 
52.2 
33.2 
23.5 




Table 14 
(continued) 



10719/B10 


1:1 


-1.2 




53.4 


10719/B11 


11.2 


-23.9 




36.5 


10719/C02 


4.1 


10.2 




41.3 


10719/C03 


'15.3 


60.6 




69.1 


10719/C04 


59.9 


14.4 




14.7 


10719/C05 


25.6 


27.4 




35.5 


10719/C06 


47.7 


-14.3 




18.4 


10719/C07 


31.2 


14.4 | 


7.7 


10719/C08 


15.0 


-10 2 




57.5 


10719/C09. 


23.5 


-0 1 




8.9 


10719/C10 


11.8 


m 7 




7.9 


10719/C11 


9.9 






-5.1 


10719/D02 


9.7 


q a 




27.5 


10719/D03 


4.8 


SO. / J 




93.2 


10719/D04 


27.8 


1 0.O | 




28.9 


10719/D05 


16.3 


HOC 

i o.o \ 




71.8 


10719/D06 


25.8 






11.2 


10719/D07 


-123.5 


JO./ | 




41.5 


10719/D08 


8.2 






45.2 


10719/D09 


7.8 


' o 4 
-O. 1 { 




13.0 


10719/D10 


8.3 


4 4 Q i 

-n.o i 




22.3 


10719/D11 


-8.7 


4 4 4 

-n.j ! 




12.8 


10719/E02 


26.1 






35.7 


10719/E03 


17.1 






87.2 


10719/E04 


31.2 


7 A 1 




3.1 


10719/E05 


21.5 


01 9 I 




39.0 


10719/E06 


17.1 


-ad n 1 




-4.5 


10719/E07 


26.7 


— 1 O.H 




55.5 


10719/E08 


21.8 


^6 8 

WW. w 




80.0 


10719/E09 . 


13.5 






36.1 


10719/E10 


17.6 


-32.4 




40.2 


10719/E11 


26.3 


-51.8 




28.5 


10719/F02 


28.6 


14.8 




28.1 


10719/F03 


11.2 


-30.8 




89.5 


10719/F04 


26.6 


-6.0 




3.3 


10719/F05 


20.7 


35.0 




63.1 


10719/F06 


13.5 


-26.0 




-22.0 


10719/F07 


18.7 


20.1 




36.7 


10719/F08 


15.1 


90.9 




75.7 


10719/F09 


-6.5 


-17.7 




19.2 


10719/F10 


10.4 


-17.7 




30.8 


10719/F11 


11.6 


-66.3 




8.7 


10719/G02 


27.3 


-12.2 




-2.4 


10719/G03 


-25.8 


89.5 




87.6 


10719/G04 


11.5 


-4.7 




-8.2 


10719/G05 


18.0 


4.0 




15.9 


10719/G06 


23.2 I -45.7 




-18.1 


10719/G07 


20.1 


-8.1 




24.0 


10719/G08 


3.2 


65.4 




39.4 


10719/G09 


18.1 


j -32.8 




1.3 


10719/G10 


9.7 


-27.6 




35.5 


10719/G11 


6.9 


-44.1 




24.0 


10720/A02 


4.7 


11.3 




f 45.2 


10720/A03 


17.7 


-5.3 




I 58.2 
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Table 14 
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10720/A04 


12.3 


-1.8 




62.3 


10720/A05 


8.0 


-4.4 




43.4 . 


10720/A06 


5.6 


44.7 




63.6 


10720/A07 


6.6 


42.5 




57.2 


10720/A08 


-2.2 


-23.2 




77.9 


10720/A09 


8.1 


8.6 




75.4 


10720/A10 


-5.2 


-2.7 




68.4 


10720/A11 


-0.6 


-23.2 




58.7 


10720/B02 


6.5 L 


18.4 




38.8 


10720/B03 . 


6.4 


32.3 




53.3 


10720/B04 


9.8 


50.5 




61.8 


10720/B05 


11.6 


58.4 




51.8 


10720/B06 


7.3 


21.2 




55.1 


10720/B07 


12.0 


52.0 




61.5 


10720/B08 


3.6 


-12.6 




27.7 


10720/B09 


10.1 


37.6 




57.4 


10720/B10 


-5.5 


50.2 




45.2 


10720/B11 


-20.3 


22.4 




42.1 


10720/C02 


18.0 


23.5 




63.6 


10720/C03 


15.1 


0.9 




50.3 


10720/C04 


15.3 


-13.1 




29.0 


10720/C05 


-36.1 


-15.3 




72.5 


10720/C06 


12.2 i 


-9.7 




36.7 


10720/C07 


20.7 


-25.4 I 




26.7 


10720/C08 


10.9 


-1.1 




65.6 


10720/C09 


12.1 


44.7 


• 


47.5 


10720/C10 


-21.1 


2.0 


• 


62.6 


10720/C11 


. 52.5 


-21.9 




30.0 


10720/D02 


12.1 


11.1 




17.8 


10720/D03 


17.0 


0.9 




61.5 


10720/D04 


15.6 


■ -7.7 




23.6 


10720/D05 


4.8 


-24.1 




9.8 


10720/D06 


10.1' 


-35.0 




31.8 


10720/D07 


11.8 


14.8 




36.2 


10720/D08 


3.3 


-13.3 




42.1 


10720/D09 


5.8 


2.4 




62.8 


10720/D10 


-6.6 


-10.2 




51.0 


• 10720/D11 


9.8 


-5.5 




23.9 


10720/E02 


5.7 


25.2 




18.0 


10720/E03 


34.3 


54.4 




54.9 


10720/E04 


18.4 


-2.7 




46.7 


10720/E05 


-13.8 


40.7 




55.4 


10720/E06 


25.5 


30.1 




33.1 


10720/E07 


18.8 


55.1 




30.3 


10720/E08 


2.5 






55.1 


10720/E09 


11.5 


56.4 




43.4 


10720/E10 


-4.1 


49 1 




23.1 


10720/E11 


9.3 


-65.5 




-10.4 


10720/F02 


9.1 


-19.3 




17.8 


10720/F03 


10.6 


7.1 




44.1 


10720/F04 


10.6 


-11.7 




43.1 


10720/F05 


-3.6 


-14.2 




39.8 


10720/F06 


11.9 


^ -24.3 




21.9 


10720/F07 


"~{~ 4.6 


35.2 




~~ 64.6 




Table i4 
(continued) 



110720/FOa 
10720/F09 
10720/F10 



M0720/F11 



-4.1 
5.9 
-2.6 



5.0 



-39.6 
6.4 
6.0 



-61.1 
-13.1 



36.2 
49.2 
42.8 



1.6 



I10720/G02 



1 10720/G03 



i 10720/G04 



5.0 



2.6 



2.4 



10.0 



-34.1 



20.1 



42.1 
5.0 



, 10720/G05 



-2.9 



27.0 
-10.4 



37.0 



,10720/G06 



10720/G07 



10720/G08 



-3.4 



5.1 



-17.9 



-8.0 
-9.5 



21.6 
12.9 
26.7 



I10720/G09 



10720/G10 



I10720/G11 



10721/A02 



I10721/A03 



i 10721/A04 



10721/A05 



10721/A06 



2.1 



-36.6 



-18.0 



10.6 



11.4 



6.5 



12,5 



6.4 



-19.7 



20.4 



-56.7 



17.8 



25.5 



59.0 



41.4 



32.7 
35.2 



55.9 



36.2 



41.1 



56.2 



85.0 



52.9 
81.3 



10721/A07 



■4.7 



10721/A03 



I10721/A09 



I10721/A10 



4.8 



10.9 



5.2 



24.0 



28.0 



31.1 



29.9 
23.0 



68.9 
23.9 



I10721/A11 



4.8 



24.6 
58.6 



[10721/B02 



19.5 



I10721/B03 



19.9 



38.9 
79.3 



70.8 
93.1 



I10721/B04 



,10721/B05 



[10721/B06 



13.8 



45.9 



3.4 



76.8 



71.5 



70.8 
92.4 



I10721/B07 



10721/803 



0721/B09 



0721/B10 



11.2 



18.5 



9.0 



20.9 



47.6 



64.0 



38.9 



42.9 
34.6 



47.1 
64.5 
28.3 
30.4 



0721/B11 



0721/C02 



10721/C03 



10721/C04 



10721/C05 



10721/C06 



-2.1 



9.7 



16.5 



21.8 



56.4 



14.4 



68.3 



64.6 



77.7 



68.1 



80.2 



59.2 
6.2 
88.7 
48.7 
56.4 
25.7 



107217C07 



10.9 



24.6 
38.3 



10721/C08 



10721/C09 



10721/C10 



I0721/C11 



10721/D02 



10721/D03 



10721/D04 



10721/D05 



10721/D06 



10721/D07 



10721/D08 



10721/D09 



10721/D10 



10721/D11 



55.8 



17.5 



21.1 



13.9 



15.1 



17.8 



15.2 



-25.1 



1.6 



6.4 



3.9 



17.6 



23.7 



20.6 



39.8 



.17.4 



14.1 



21.5 



11.6 



5.0 



47.0 
44.5 



23.0 
31.7 



15.3 



3.3 



22.2 



24.8 
-4.7 
44.6 
3.7 



22.5 



19.5 
35.3 



91.9 
9.0 
-6.8 



45.3 
-4.9 
13.4 
23.2 




Table 14 
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10721/E02 


17.2 


-9.5 




38.8 


10721/E03 


10.9 


25.1 




12.3 


10721/E04 


16.0 


48.5 




87.3 


10721/E05 


10.8 


61.3 




69.9 


10721/E06 


40.4 • 


91.5 




81.0 


10721/E07 


15.6 


37.7 




43.6 


10721/E08 


15.7 


29.8 




39.5 


10721/E09 


36.9 


42.5 




0.7 


10721/E10 


9.3 


19.9 




55.7 


10721/E11 1 


0.7 


32.1 




31.3 


10721/F02 


17.0 


11.0 




27.8 . 


10721/F03 [ 


9.1 


7.0 




40.6 


10721 /F04 


7.4 


0.0 




26.0 


10721/F05 


8.1 


20.5 




67.8 


10721/F06 


2.2 


21.7 




80.3 


10721/F07 


4.8 


3.5 




55.7 


10721/F08 


-6.4 


37.3 




76.1 


10721/F09 


65.2 


7.0 




52.5 


10721/F10 

I H» 9 mm www • W 


49.6 


7.5 




79.9 


10721/F11 

V S/ I III 11 


29.7 


95.9 




78.2 


10721/G02 


16.4 


23.6 




7.9 


10721/G03 


12.1 


23.4 




25.3 


10721/G04 


3.2 


64.6 




90.3 


10721/G05 


-15.1 


7.7 




8.6 


10721/G06 


18.9 


23.2 




39.5 


10721/G07 


3.3 


14.7 




10.0 


10721/G08 


5.4 


12.8 


• 


-2.4 


10721/G09 


20.4 


14.9 




5.1 


10721/G10 


24.4 


2.1 




12.0 


10721/G11 


-7.1 


0.4 • 




-0.0 


10722/A02 


0.8 


23.7 


28.9 


44.9 


10722/A03 


6.7 


0.8 


29.5 


90.3 


10722/A04 


13.4 


21.0 


-0.9 


51.4 


10722/A05 


10.5 


22.4 


33.5 


90.5 


10722/A06 


9.6 


28.4 


19.8 


71.6 


10722/A07 


9.4 


29.9 


23.8 


64.1 


10722/A08 


13.7 


23.9 


15.2 


70.5 


10722/A09 


I 7.3 


16.8 


21.5 


86.5 


10722/A10 


6.6 


-4.2 


15.2 


79.0 


10722/A11 


. 6.7 


-0.1 


21.5 


68.6 


10722/B02 


10.1 


16.3 


28.9 


44.3 


10722/B03 


13.6 


19.6 


3.7 


40.1 


10722/B04 


14.7 


10.6 


3.1 


53.4 


10722/B05 


18.5 


9.3 


21.5 


67.2 


10722/B06 


13.9 


-4.9 


21.5 


72.6 


10722/B07 


6.6 


6.2 


20.9 


48.2 


10722/B08 


11.2 


0.5 


27.8 


72.0 


10722/B09 


8.7 


7.8 


14.6 


59.7 


10722/B10 


-0.9 


-11.3 


20.3 


56.4 


10722/B11 


5.2 


-15.5 


25.5 


83.0 


10722/C02 


29.1 


32.1 


30.6 


34.5 


10722/C03 


16.7 


42.3 


22.6 


73.6 


10722/C04 


10.7 


26.7 


8.9 


70.7 


10722/C05 


23.5 


19.1 


26.6 


44.9 
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10722/C06 


24.5 I 


-11.0 


24.9 


45.1 


10722/C07 


15.8 i 


-15.5 


31.2 


61.2 


10722/C08 


17.8 


14.8 


31.2 


80.1 


10722/C09 


25.9 


-3.1 


32.4 


45.1 


10722/C10 


2.3 


22.8 


18.0 


33.9 


10722/C11 


13.8 


-14.2 


36.4 


52.6 i 


10722/D02 


30.7 


26.1 


31.8 


26.4 


10722/D03 


15.0 T 


31.0 


-9.4 


52.8 


10722/D04 


23.5 


20.3 


15.7 


63.4 


10722/D05 • 


21.4 


-3.8 


22.0 


35.8 


10722/D06 


21.9 


-2.5 


8.9 


32.4 


10722/D07 


14.1 


-2.8 


25.5 


42.6 


10722/D08 


29.1 


-2.6 


41.5 


60.5 


10722/D09 


14.7 I 


-17.2 


30.6 


52.2. 


10722/D10 


8.2 f 


-0.6 


41.5 


40.5 


10722/D11 


9.6 


-10.1 


15.2 


41.0 


10722/E02 


17.0 


22.2 


23.2 


71.1 


1 0722/E03 


10.7 


33.0 


-7.2 


88.4 


10722/E04 


38.6 


1.4 


30.6 


52.6 


10722/E05 


19.2 


-7.0 


19.2 


73.0 


10722/E06 

IUi fif / www 


21.4 ! 


7.6 


32.9 


71.6 


10722/E07 


24.3 i 


28.7 


40.9 


71.6 


107227E08 


18.6 i 


10.4 


38.7 


82.8 


10722/E09 

W / €,€,t WWW 


16.2 i 


4.1 


26.6 


55.1 


10722/P10 


3.1 


-13.3 


31.8 


86.6 


10722/E11 


15.3 


4.2 


28.3 


84.0 


1 0722/F02 


5.3 


9.2 


12.9 


33.9 


1 0722/F03 


12.0 


13.7 


-14.0 


59.7 


10722/F04 


27.5 


16.8 


-2.0 


58.9 


10722/F05 


15.0 


-2.8 • 


6.0 


6.4 


10722/F06 


11.0 


6.5 


2.6 


6.0 


10722/F07 


15.5 


i -3.7 


-6.6 


63.0 


10722/F08 


66.3 


I -5.4 


25.5 


89.3 


10722/F09 


15.3 


-35.8 


26.6 


65.7 


10722/F10 


3.3 


I 10.7 


24.9 


67.8 


10722/F11 


4.5 


-6.5 


15.7 


73.2 


10722/G02 


15.1 


27.3 


14.6 


43.0 


10722/G03 


5.3 


4.1 


-3.7 


52.2 


10722/G04 


7.2 


-13.3 


11.7 


63.2 


10722/G05 


10.8 


t -9.0 


-6.0 


9.7 


10722/G06 


7.4 


t -5.2 


-6.0 


12.2 


10722/G07 


r 8.0 


-32.5 


-3.7 


41.2 


10722/G08 


8.2 


-8.5 


12.9 


66.1 


10722/G09 


6.1 


I -5.9 


0.9 


51.0 


10722/G10 


-1.7 


] 3.3 


16.9 


27.0 


10722/G11 


0.6 


I -39.4 


0.3 


35.3 


10723/A02 


-5.5 


97.8 


64.4 


100.8 


10723/A03 


1.2 


I 38.5 


11.7 


76.5 


10723/A04 • 


27.2 


30.8 


13.1 


97.9 


10723/A05 


-17.8 


26.4 


17.9 


75.7 


10723/A06 


8.6 


20.1 


43.6 


79.1 


10723/A07 


-6.1 


3.9 


22.1 


63.2 


10723/A08 


-12.9 


-2.1 


29.7 


77.3 


10723/A09 


-1.0 


I -4.5 


42.9 


85.9 
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10723/A10 


-3.1 


-24.8 


34.6 


62.1 


10723/A11 


42.9 


-4.0 


41.5 


60.0 


10723/B02 


-0.3 


91.0 


29.0 


100.3 


10723/B03 


7.1 


-5.0 


14.5 


82.5 


10723/B04 


18.7 


5.1 


40.1 


90.6 


10723/B05 


-15.4 


36.4 


15.2 


85.1 


10723/B06 


31.8 


11.9 


58.8 


90.6 


10723/B07 


6.5 


28.8 


24.9 


86.7 


10723/B08 


1.0 


-0.4 


56.1 


82.8 


10723/B09 ' 


2.7 -12.0 


27.6 


57.7 


10723/B10 


5.8 


1.8 


17.2 


88.5 


10723/B11 


6.3 


-26.0 


22.8 


62.6 


10723/C02 


9.6 


73.6 


39.4 


100.6 


10723/C03 


-3.1 


5.9 


42.9 


88.8 


10723/C04 


8.8 


23.5 


36.7 


91.9 


10723/C05 


5.6 


35.2 


22.8 


73.1 


10723/C06 


17.8 


-4.5 


26.3 


63.4 


10723/C07 


20.9 


-4.0 


27.6 


44.3 


10723/C08 


-35.5 


45.0 


29.0 


83.0 


10723/C09 


-22.3 


62.7 


62.3 


84.6 


10723/C10 


9.5 


-7.2 


25.6 


43.8 


10723/C11 


9.5 


-1.1 


8.9 


47.0 


10723/D02 


2.0 


63.2 


22.1 


93.0 


10723/D03 


-14.7 


33.5 


8.2 


69.4 


10723/D04 


15.2 


45.1 


31.8 


97.7 


10723/D05 


-6.1 


3.7 


8:2 


54.5 


10723/D06 


17.6 


-7.4 


• 6.2 


60.0 


10723/D07 


15.8 


13.4 


16.6 


21.9 


10723/D08 


-4.5 


4.9 


31.1 


53.5 


10723/D09 


50.4 


-3.8 


21.4 


62.6 


10723/D10 


6.5 


-9.3 


21.4 


38.1 


10723/D11 


14.8 


-6.2 


24.9 


42.0 


10723/E02 


8.1 


91.0 


46.4 


97.9 


10723/E03 


8.7 


8.3 


47.1 


76.8 


10723/E04 


30.7 


59.8 


36.0 


94.5 


10723/E05 


8.9 


-15.6 


-4.9 


63.7 


10723/E06 


19.3 


11.5 


18.6 


74.4 


10723/E07 


17.4 


38.1 


14.5 


47.7 


10723/E08 


-0.4 


52.6 


26.3 


89.3 


10723/E09 


7.9 


29.1 


22.1 


91.7 


10723/E10 


5.2 


-7.9 


44.3 I 59.5 


10723/E11 


8.9 


-44.6 


32.5 


50.1 


10723/F02 


10.3 


70.4 


1.3 


99.0 


10723/F03 


4.4 


9.3 


1.3 


78.3 


10723/F04 


12.3 


17.5 


21.4 


94.0 


1U723/rt)o 


-6.4 


-3.8 


-7.7 


45.6 


10723/F06 


20.4 


5.4 


-30.6 


84.1 


10723/F07 


20.7 


-4.1 


6.8 


26.6 


10723/F08 


-0.5 


5.7 


20.7 ■ 


75.5 


10723/F09 


1.2 


14.'1 


3.4 


78.6 


10723/F10 


9.1 


4.2 


-2.2 


74.1 


10723/F11 


-1.2 


-41.3 


36.7 


72.3 


10723/G02 


-1.6 


90.8 


13.8 


99.2 


10723/G03 


4.3 


18.5 


6.2 


74.7 
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1 1 0723/G04 


8.7 


16.7 


21.4 


85.9 


1 0793/G05 


-9.4 


1.3 


2.0 


79.9 • 


1 

| t U I iO/OUU 


14.1 


-26.7 


-0.8 


64.5 


i n7o^/r^n7 

1 1 U ( ZO/vjU f 


14 2 


15.5 


-5.6 


43.0 


| 1 u / zo/ouo 


-22 9 


0.1 


7.5 


79.9 




-1 8 


-32.6 


-2.9 


80.7 


10723/(jiU 


. o.«j 


-4.1 


-27.8 


40.7 




-4 1 


-35.0 


-7.7 


39.4 


i -1 H70/1/An9 


1 8 


36.7 


6.3 


61.7 


J i U f Z^t/MUO 


-7.8 


17.2 


0.1 


30.7 


1 H 070/1 /AHA 


-15 9 


15.4 


5.0 


62.6 


1 10/Z4/AUO 


-15 2 


20.3 


5.0 


68.4 


t «i r\70>1 / Afifi 

| 1 U f Z4/AUO 


-3 7 


1.4 


30.7 


46.8 


1 n79/i/Afi7 


3.7 


18.3 


16.1 


58.7 


I 1 n79A/A0Q 1 


-5.2 


1.6 


19.6 


37.5 


1 H79A/A1 H 


1.6 


40,0 


28.6 


83.8 


I a n79/l/A1 1 


12 8 


-16.6 


29.3 


27.2 


t H fWO/f /DAO 
| 1 U/ Z4/DvjZ 




34.9 


-21.5 


48.8 


1 H H70/1 /Pn^ 
| \ U / 


-48 9 


14.9 


14.7 


51.0 


i *i n70/t/Rfi4 
1 1 U/ Zh/DU** 


-20 5 


50.2 


42.5 


81.2 


| 1 U / Z4/DU0 


-2 2 


21.2 


12.6 


45.6 . 


1 n7O4/R0fi 
1 I U f Z^t/DUO 


13 4 

1 «J.*T 


30.9 


43.2 


52.1 


1 *1 n70A/R07 


-1 8 


44.0 


27.2 


57.9 


•i n70/i/RnQ 

j 1 U / Z't/DUi? 


3 5 


8.7 


25.8 


43.8 


1H79A/R10 

I lU / ^H/ D 1 VJ 


8.5 


76.2 


9.8 


95.0 


| 1 VJ / ^*t/ D 1 1 


9.0 


-23.2 


23.0 


43.0 


1 0794/002 


-0.3 


53.6 


• -9.0 


40.7 


10794/C03 


-20.3 


16.5 


4.3 


68.7 


10794/C04 


-18.6 


13.2 


24.4 


84.3 




-18.6 


-0.8 • 


L 20 - 3 


67.7 


10724/C06 


-1.5 


-2.4 


34.9 


15.4 


| I U r Z*f/v»*vJ ( 


-1.2 


9.4 


22.3 


14.2 


in79A/pnQ 


9.3 


1.0 - 


20.3 


5.3 


I 10794/010 
I I U f Z*+/ w I vj 


-2.3 


13.8 


27.2 


91.2 


I 1 H79/1/P 1 1 


10 3 


0.7 


23.0 


4.9 


in79/i/nn9 

| I U / Z*t/UvjZ 


12 4 


40.5 


-9.6 


37.5 


in79zi/nn^ 

j 1 U / Z*t/LjUO 


0 1 


2.5 


-15.2 


18.2 


1 1 n794/nnzi 

| I U ( Z*t/UU*t 


0 5 


5.4 


-1.3 


70.5 




-1.6 


-8.4 


35.6 


36.1 


j I \J f UVJVJ 


12.4 


-12.4 


40.4 


23.0 


in794/no7 

I I VJ / fcH/ LJVJ / 


-2.6 


25.6 


7.0 


38.1 


10724/nng 

| 1 VJ / t*t/ LJVJ^ 


0.9 


-15.3 


18.9 


16.1 


1D794/niO 

| 1 VJ I iLH/ U 1 VJ 


3.7 


12.7 


38.3 


59.6 


10794/D1 1 

| 1 VJ / fc. r / kJ 1 1 


14.9 


12.9 


29.3 


20.3 


10794/F02 


17.7 


39.8 


-54.2 


55.4 


10724/E03 


10.6 


33.1 


14.7 


•85.8 


10724/E04 


55.2 


8.9 


-32.6 


93.3 


10724/E05 


13.8 


0.5 


-7.6 


70.3 


10724/E06 


8.3 


1.6 


6.3 


25.8 


10724/E07 


-3.6 


9.4 


0.1 


46.8 


10724/E09 


14.3 


6.3 


21.0 


27.0 


10724/E10 


7.3 


41.4 


34.9 


84.0 


10724/E11 


5.1 


-26.8 


5.0 


39.3 


M0724/F02 


9.7 


27.4 


0.8 


73.0 
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1 0724/F03 


19 5 




-45.8 


44.2 


0724/F04 


mo 


9 Q 


-52 1 


81.9 


1 0724/F05 


7 9 


- 1 O.H 


-0 6 


67 0 


1 0724/F06 


13. o 


^ R 


q C 

-o.o 


51 9 


1 0724/F07 


-O.U 


R Q 


R 9 




10724/F09 


17.1 


1 A R 
-14. 0 


-17 


9n ^ 


10724/F10 


2.7 


-I U.4 


1 5 




10724/F11 


A c 

4.5 


o q 
o\o 


C Q 

-o.y 


AO ^ 


1 0724/G02 


A C A 

15.1 


AO R 


-7 R 


AA Q 


10724/G03 


-8.4 


7 Q 
f .O 


9 7 


ce 7 
OO. f 


10724/G04 


-7.9 


19 Q 




71 0 


10724/G05 


-0.1 




-IU.O 


R1 0 


10724/G06 


0.1 


Q O 


C Q 


90 ^ 


10724/G07 


-1.9 


-11./ 


A A C 


9 ^ 


10724/G09 


9.1 


0*4 7 
-^1. f 


-I O.U 


9 ft 


10724/G10 


7.0 


-1U.O 


15 0 I 

-i o.y 


R9 ft 


10724/G11 


6.8 




9Q 1 


119 


10725/A02 


-2.0 


3.9 


1 A 9 
-14. Z 


/1R R 
4D.O 


10725/A03 


3.6 


-38.2 


o.y 


Rfl n 


10725/A04 


-8.6 


26.2 


-o.Z 




10725/A05 . 


-13.9 


7.9 


HIM 
13.1 


4 / ,D 


10725/A06 


-7.3 


-9.5 


40.9 


"7H *7 
71 .7 


10725/A07 


-12.3 


18.2 T 


17.9 


CO Q 

59.3 


10725/A08 


-2.9 


10.9 


AAA 

14.1 


45.3 


10725/A09 


-13.9 


4.9 


29.4 


44.0 


10725/A10 


-3.2 


i 14.0 


00. f 


A*a 0 

4D.Z 


10725/A11 


-21.9 


14.6 


i o.y 


ilQ 1 


10725/B02 


-2.8 


2.5 


7 5 


RR Q 
DO. O 


10725/B03 


4.9 


-15.3 


7 A 
f .0 


7n ft 


10725/B04 


1.1 


76.9 ■ 


y.o 


on a 


10725/B05 


-61.0 


20.4 


/I i4 7 

44./ 


Rft 7 I 

00.0 i 


10725/B06 


■ -0.5 


-13.7 


Ol .O 


DO.O 


10725/B07 


24.6 


45.8 


lUU.O 


7Z n 

/ 4.U 


10725/B08 - 


-24.1 


41.8 


90 A 


RR 7 
OO. ( 


10725/B09 


0.4 


72.3 


43.0 


R5 7 
DO. f 


10725/B10 


5.1 ! 53.3 


or n 


RO 0 

oy .y 


10725/B11 


-42.3 


43.0 


DD.O 


7R ^ 


10725/C02 


7.0 


-43.4 


5 1 


0.0 


1 0725/C03 


2.0 


-12.7 


1Q 1 
1 57.0 


72 9 


10725/C04 


-27.3 


31.8 


25 1 


75.9 


10725/C05 


-37.0 


-21.9 


28.9 


31.7 


1 0725/C06 


-9.3 


-11.5 


46.6 


54.7 


10725/C07 


65.0 


-16.5 


107.0 


38.8 


10725/C08 


-8.7 


-11.9 


101.7 


28.0 


10725/C09 


11.2 


23.6 


34.7 


24.1 


1 W 1 faWi ' 1 w 


8.7 


5.3 


38.5 


-0.6 


10725/C11 


104.5 


-22.1 


80.7 


48.4 


10725/D02 


-3.6 


-23.9 


-8.4 


14.0 


10725/D03 • 


-11.3 


-2.5 


5.4 


72.9 


10725/D04 


3.6 


4.3 


12.2 


55.1 


10725/D05 


2.3 


-19.7 


10.7 


24.5 


10725/D06 


-0.5 


-26.4 


21.7 


24.7 


10725/D07 


2.6 


-25.8 


18.4 


37.0 


10725/D08 


1.8 


20.0 


38.5 . 


39.2 
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10725/D09 


o o \ 

-0.9 


A O 

4.3 




28.0 


0725/D10 


9.0 


A A T 

11.7 


43.8 


o*t n 

27.8 


10725/D11 


13.6 


A O C 

-12.5 


23.2 


•4 OO C 

100.5 


10725/E02 


-5.6 


A 1 

4.3 


q a 
-8.9 


>l o o 

40.2 


10725/E03 


-0.8 


-10.3 


10.7 


f o o 

60.9 


10725/E04 


-38.8 


31.2 


3.1 


59.0 


10725/E05 


•0.2 


-5.5 ! 


27.5 


28.2 


10725/E06 


-1.8 


-17.7 


39.0 


36.7 


10725/E07 


9.7 


12.5 


28.9 


45.3 


10725/E08 ' 


12.1 


A A O 

14.2 


48.6 


39.7 i 


10725/E09 


7.0 


31.4 


37.5 


22.4 


10725/E10 


9.3 


6.1 


28.4 


-4.7 


10725/E11 


18.9 


-36.0 


20.8 


9.6 


10725/F02 


5.8 


-3.7 


-15.1 


27.8 


10725/F03 


4.3 


-36.2 


OT <4 

-27.1 


63.2 


10725/F04 


-6.9 


a o c* 

-49.6 


-4.5 


38.1 


10725/F05 


-0.8 


-18.9 


c ^ 
-5.6 


15.5 


10725/F06 


-1.0 


o t o 

-37.8 


AAA 

14.1 


A A "Q 

41.8 


10725/F07 


6.9 


16.4 


a c o 

15.0 


67.8 


10725/F08 


8,9 


15.4 


28.9 


to o 

72.2 


10725/F09 


6.8 


32.2 


28.4 


48.5 


10725/F10 


4.8 


3.7 


A T t\ 

17.9 


A\ A *\ 

14.2 


10725/F11 


9.9 


20.8 


20.3 


OC "7 

25.7 


10725/G02 


-3.7 


-20.5 


-11.8 . 


oo o 

30.8 


10725/G03 


-6.9 


-2.5 


-6.5 


CO c* 

58.6 


10725/G04 


6.1 


-12.3 


-8.9 


A*7 A 

47.1 


10725/G05 


-18.3 


68.7 


7.4 


lo.o 


10725/G06 " 


21.7 


-19.9 


27.5 


35.8 


10725/G07 


4.8 


-25.8 


oo ~y 

23.7 


<SO "7 1 

39.7 


10725/G08 


-14.8 


-13.7- 


o o 

8.3 


A~7 O 

47.3 


10725/G09 


15.2 


6.5 


43.8 


4.7 


10725/G10 


11.1 


17.8 


44.7 


OT T 

27.7 


10725/G11 


-28.0 


-32.4 


22.2 


OCT 

25.7 


10726/A03 • 


-2.6 


-12.5 


4.3 


70.1 


10726/A04 


7.6 


40.8 


44.2 


OCT 

85.7 


10726/A05 


-7.1 


-28.4 


22.1 


75.2 


10726/A06 


-4.6 


0.2 


22.1 


CAT 

54.7 


10726/A07 


-72.3 


88.7 


Off o 

-36.8 


*t 04 /« 

101.4 


10726/A08 


-4.0 


-28.4 


10.7 


63.1 


10726/A09 


• -4.5 


-6.3 


lb. 4 


7ft P. 

f u.o 


10726/A10 


3.7 


26.5 


Q H 

O.l 


Cft Q 


10726/A11 


0.5 


6.2 


23.3 


7ft P. 
f U.O 


1072S/B03 


11.1 


3.0 


10.4 


A1 1 
O I . I 


10726/B04 


16.8 


71 .1 


09. 1 


7fl Q 
/ 0.5J 


10726/B05 


13.2 


49.0 




i 9Q.O 


IKll ZD/ DUO 




6.6 


34.1 


76.1 


10726/B07 


-36.5 


72.4 


-59.5 


98.5 


10726/B08 


12.2 


23.6 


24.6 


60.2 


10726/B09 


7.5 


28.9 


22.7 


72.3 


10726/B10 


3.7 


40.8 


6.2 


58.5 


10726/B11 


7.4 


39.4 


23.3 


64.4 


10726/C03 


24.9 


29.8 


28.4 


38.9 


10726/C04 


12.3 


58.4 


36.6 


91.7 


10726/C05 


4.0 


16.7 


25.2 


58.0 




Table 14 
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10726/C06 
10726/C07 
10726/C08 
10726/C09 
10726/C10 
10726/C11 
10726/D03 



10726/D04 



10726/D05 



23.8 
-17.0 

3.4 
12.9 

5.5 
-32.2 

21.6 



7.8 



8.2 



-0.9 
40.8 
7.5 
-14.3 
2.8 
4.8 
-5.4 



-20.1 



-8.1 



36.0 
•67.7 
21.4 
26.5 
16.4 
51.1 
21.4 



34.1 
39.1 



42.6 
84.9 
46.8 
48.5 
36.7 
34.7 
52.1 



62.9 
51.2 



10726/D06' 



10726/D07 



10726/D08 



16.3 



-26.9 



12.1 



-24.4 



18.5 



-11.4 



28.4 
-81.0 



22.1 



42.8 



84.6 



39.5 



10726/D09 



14.4 



-6.5 



22.1 



45.7 
35.3. 



10726/D10 



10726/D11 



14.7 



10.5 



-6.5 



-6.3 



32.2 



30.9 



9.6 



I10726/E03 



-5.5 



-15.9 



20.2 



62.4 
85.5 



10726/E04 



I10726/E05 



FT0726/E06 



[10726/E07 



8.1 



8.1 



6.2 



-40.0 



53.0 



5.5 



-20.6 



20.5 



12.6 



4.3 



41.7 



-12.1 



71.0 



-7.4 



84.0 
58.9 



h0726/E08 



PT0726/E09 



I10726/E10 



P10726/E11 



4.1 



9.9 



16.5 



16.2 



-8.5 



10.0 



-9.0 



-14.1 



34.1 



34.7 



37.9 



30.3 
5.6 



50.3 



41.5 



34.5 



.10726/F03 



8.3 



-17.4 



54.1 
93.5 



I10726/F04 



31.5 



33.4 



18.3 
-17.8 



fT0726/F05 



8.9 



-26.8 



51.2 
16.2 



i10726/F06 



17.7 



-24.1 



17.0 
-99.4 



,10726/F07 



9.6 



76.2 



96.1 
67.3 



I10726/F08 



15.3 



-21.5- 



28.4 



I10726/F09 



,10726/F10 



10726/F11 



I10726/G03 



10726/G04 



9.6 



7.0 



13.6 



11.3 



9.7 



-22.8 



-17.4 



-16.8 



-17.2 



60.6 



-2.6 



9.4 



25.2 



4.3 



14.5 
6.2 



66.8 



51.4 
57.6 



26.8 



72.8 



M0726/G05 



I10726/G06 



14.9 



7.0 



5.1 



-37.5 



-25.6 



81.1 



19.9 



M0726/G07 



10726/G08 



I10726/G09 



-13.7 



2.9 



3.6 



54.4 



-2.7 



3.3 



■107.6 
14.5 



13.2 



94.8 
39.1 



42.4 



I10726/G10 



10.5 



6.0 



-7.0 
-7.7 



26.8 
11.8 



10726/G11 



9.1 



1.3 



10727/A02 



-1.3 



3.2 



-10.3 
-4.5 



52.0 
40.7 



I10727/A03 



10727/A04 



I 10727/A05 



6.3 



-4.6 



4.2 



-19.2 



28.2 



-3.0 



12.3 



5.7 



80.9 



29.0 
32.7 



10727/A06 



10727/A07 



10727/A08 



M0727/A09 



-17.1 



-10.7 



-0.6 



-16.8 



-6.3 



-3.7 



9.7 



12.7 



13.7 



12.3 



15.2 



16.6 
18.1 



61.1 



9.7 



44.2 
95.2 



I10727/A10 



10727/A11 



10727/B02 



110727/B03 



-6.4 



7.4 



2.4 



-13.4 



89.0 



6.2 



-18.4 



-2.8 



10.8 



-10.3 
-7.4 



16.5 
90.5 
84.5 
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a fV707/Rn4 


46.0 


47.4 


21.0 


87.1 


10727/dUO 


10 5 


39.0 


9.4 


83.3 


| 10727/dUO 


-3 9 


40.7 


6.4 


91.0 


10727/tJU/ 


ft 4 


46.5 


0.6 


83.5 


10727/B08 


a n 

*t.VJ 


47.4 


14.4 


90.7 


10727/B09 


e 7 


31 7 


18.1 


81.9 


10727/B10 


*X Q 

o.y 


Q4 0 


29.7 


99.2 


10727/B11 


lo.o 


ft 9 


15.9 


69.8 


10727/C02 


o r> 


-9ft 5 


-12.5 


73.8 


10727/C03 


o o 
-O.Z [ 


14 6 


11 5 


11.9 


10727/C04 


A o 


97 6 


23 2 


81.7 I 


10727/C05 


*| O 7 

13.7 


11 ft 


7 9 


8.9 


10727/C06 


CO F 


5 ft 


12.3 


45.2 


10727/C07 


• A C A • 

15.9 L 


A 4 


13 0 


36.7 I 


10727/C08 


4.9 


^ ft 


93 9 


47 8 


10727/C09 


HOC 

-13.5 


I u.o 


91 7 


37 9 


10727/C10 


-35.3 


AC. O. 

oo.o 


45 7 


94 4 


10727/C11 


-25. 0 




22 4 


14.5 


10727/D02 


3.2 


99 ft 


5 7 


51.6 


10727/D03 


3.1 


057.** ! 


-3 0 i 


24 0 


10727/D04 


OCA 

25.9 


ft 


6 4 


76 0 


10727/D05 


8.5 { 


O.H ! 


-0 1 

V/. 1 


39.9 


(10727/D06 


13.1 


A ft 
O.D 


10 8 


24 4 


10727/D07 


19.7 


m 5 


-14 7 


50.6 


10727/D08 


AAA 

14. i 


-0 5 


5.0 


8.5 


10727/D09 


Q O 

o.Z 


15 1 


7:2 


17.9 


10727/D10 


4 A A 
11. 4 


86 9 


• 9.4 


79.9 


10727/D11 


•in c 
1 u.o 


-23 7 


17.4 


17.3 


10727/E02 


A 1 

9.3 


99 4 


-6.7 


28.0 




10727/E03 


AAA 
11.1 


15 5 . 


5.7 


28.8 




10727/E04 


Ad A 

4o.1 


A9 1 


-7.4 


98.4 




10727/E05 


17.1 


19 Q 


-7.4 


12.1 




10727/E06 


14.2 


-Q 3 
"57. «J 


9.4 


-2.2 




10727/E07 . 


on *t 
ZU. 1 


7 1 


10.1 


45.2 




10727/E08 


14. Z 


95 6 


23.9 


27.0 




10727/E09 


y.o 


15 1 


15.9 


28.4 




10727/E10 


Q 7 


85.1 


5.0 


96.6 




10727/E11 


^7 
Or -O 


-33.4 


7.9 






10727/F02 


1 U.55 


-0.5 


11.5 


52.0 




10727/F03 




36.8 


-3.7 


22.0 




10727/F04 


1 5 ^ 


17.9 


-10.3 


92.0 




10727/F05 


91 ft 


-9.1 


-3.7 


6.0 




I10727/F06 


14 5 

I*T.D 


4.9 


8.6 


37.7 




10727/F07 


91 4 


-8.9 


2.1 


17.9 




10727/F08 


19 5 


-5.4 


10.1 


36.9 




10727/F09 


-45.2 


-2.0 


21.7 


9.3 




10727/F10 


15.9 


74.1 


9.4 


93.4 




10727/F11 


17.3 


-2.6 


18.1 


-3.0 




10727/G02 


7.1 


37.5 


-20.5 ' 


81.5 




10727/G03 


-3.5 


19.4 


-10.3 


40.5 I 




10727/G04 


27.2 


80.6 


-27.0 


94.0 




10727/G05 


8.0 


11.2 


-2.3 


7.1 




10727/G06 


2.9 


-12.1 


-12.5 


31.1 




|10727/G07 


7.2 


5.4 


-24.1 


29.6 




Table 14 
(continued) 



1O797/G08 


15.7 


-19.6 


-7.4 


21.8 


10797/G09 


5.7 


-9.7 


10.8 


18.8 • 


m797/G10 


-5.6 


85.1 


10.8 


99.2 


10797/G1 1 

| \J I Cm 1 I >J » 1 


6.9 


-3.5 


15.9 


-0.8 ' 


in79P./A0? 
1 VJ ( £.01 r\\* £. 


-12.3 


9.2 


-7.9 


25.6 


I U / ZO//AUO 


-7.3 


-25.8 


-7.9 


29.2 


4 0700/ APM 


-3.5 


28.0 


15.6 


28.5 


•i n79B/An^ 


-10.8 


17.7 


4.5 


31.8 


1 n79P/A0fi 


-10.4 


17.2 


-3.1 


19.7 


^n70P/A07 ' 
U / ZO/MU f 


-21.6 


59.6 


31.1 


28.5 


0/ZC/MUO 


-1 .4 


24.1 


0.5 


40.2 


10 / Zo//\uy 


-5.5 


19.3 


10.3 


53.1 


10/Zo/A lU 


-16.3 


-3.4 


1.8 


77.2 I 


0/ Zo/Al 1 


-2.3 


-0.6 


-9.3 


58.8 


10 / Zo/dOZ 


-111 


-10.5 


-0.4 


61.2 


1072O/DUO 


-1 3 


-36.6 


10.3 


74.4 


-H A700 /Q A/1 

07Zo/bU4 


-6 0 


-2.0 


9.8 


67.2 


j rt^io /one 

0728/B05 


.19 7 


26.9 


9.4 


60.4 


10728/BOb 


A 7 


38.1 


7.6 


56.0 


10728/BQ/ 


71 4 


11.1 


. 20.9 


82.2 


10728/B08 


14 ft 

I *4.0 


34.7 


-6.6 


77.0 


10728/B09 


1 7 


31.7 


-0.4 


81.7 


10728/B10 


7 Q 


16.8 


2.7 


79.3 


10728/B11 


1 o 

- I .u 


48.2 


-12.4 


80.3 


10728/CQz 


-79 1 


-35.4 


42.3 


15.5 


10728/G04 


10 5 


9.7 


24.9 


16.9 


10728/C04 




16.1 


27.2 


33.6 


10/Zo/OUD 


-21 7 

£- I.I 


16.1 


23.2 


33.7 


1072o/LfUO 




4.2 


2.7 


22.9 


4 r\70QiP07 

1Q7Za/UU t 


-7 2 


8.3 


8.9 


46.3 


10/ Zo/^UO 


-2 2 


17.5 


9.4 


25.5 


1 0/ Zo/uuy 


14 5 


-6.8 


8.1 


31.6 


10/Zo/OlU 


6 1 


4.4 


11.2 


28.7 


10/ Zo/Ul 1 


-10 1 

— 1 w. 1 


21.8 


8.5 


45.2 


1 0 f Zo/UUZ 


-0 3 


9.9 


9.8 


21.4 


IQ/Zo/UOo 


10 2 


10.8 


32.0 


13.5 


10/ZO/UU4 




-1.1 


26.7 


23.1 


1 U / ZO/L/UO 


4.9 


12.7 


7.2 


29.5 


lU / zo/uuo 


10.4 


5.8 


5.8 


23.2 




8.1 


2.4 


2.3 


21.8 




13.5 


6.9 


2.7 


34.7 




10.5 


-2.9 


-3.9 


27.6 | 




17.9 


18.6 


-3.9 


30.5 




15.9 


22.1 


-10.2 


52.5 


10798/E02 


5.4 


7.4 


15.2 


5.4 


10728/E03 


13.2 


9.5 


12.0 


•11.9 


10728/E04 


5.5 


10.1 


23.2 


ZQ.D 


10728/E05 


17.4 


7.4 


5.8 


53.4 


10728/E06 


6.6 


-4.7 


12.0 


26.4 


10728/E07 


9.6 


21.8 


28.0 


79.8 


10728/E08 


15.2 


5.1 


29.4 


46.3 


10728/E09 


9.0 


0.1 


22.3 


40.0 


10728/E10 


24.7 


-20.8 


13.8 


57.2 


10728/E11 


16.3 


-5.9 


8.9 


53.1 
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10728/F02 



10728/F03 



10728/F04 



2.9 



6.8 



14.2 



4.4 



-0.2 



5.1 



7.2 



-9.3 
7.2 



25.6 



18.7 
47.9 



10728/F05 



10728/F06 



10728/F07 



10728/F08 



10728/F09 



10728/F10 



10728/F11 



10728/G02 



10728/G03 



6.0 



14.4 



2.4 



14.5 



5.9 



18.0 



16.7 



2.3 



14.3 



-5.9 



-1.5 



-2.2 
-13.5 



-13.0 



-6.3 



0.8 



-10.2 



-2.0 



-0.4 



1.8 
-0.8 



8.9 



1.4 



4.9 



-12.4 



0.9 



-8.4 



53.3 



28.2 
62.6 



62.8 



23.4 



48.7 



72.5 



7.1 
8.8 



10728/G04 



21.8 



-8.2 



0.5 
-4.4 



20.9 
63.1 



10728/G05 



9.4 



7.2 



10728/G06 



13.5 



-14.1 



-13.3 
-17.3 



25.3 
42.4 



I 10728/G07 
I10728/G08 



I10728/G09 



22.6 



21.4 



6.8 



-12.3 



-5.7 



-8.0 



-11.9 
6.3 



42.3 



22.2 
27.9 



110728/G10 



10.4 



-12.5 



-0.8 
-12.8 



I10728/G11 



3.2 



16.1 



71.4 
28.1 



PT0729/A02 



15.5 



10.0 



-25.7 
1.9 



I10729/A03 



4.7 



27.0 



27.5 
45.4 



I10729/A04 



I10729/A05 



I10729/A06 



-4.0 



-17.7 



-10.9 



58.8 



23.4 



36.5 



-16.6 
-6.8 



-8.6 



38.8 



29.8 
51.1 



I10729/A07 



I10729/A08 



I10729/A09 



I10729/A10 



-10.0 



-13.3 



0.4 



0.7 



49.0 



37.8 



25.7 



28.7 



-36.7 



-23.4 



11.0 



-12.8 
-11.7 



48.1 



80.3 



34.8 



I10729/A11 



4.9 



15.5 



49.9 
77.2 



,10729/802 



13.8 



34.9 



-10.2 
-9.4 



10729/B03 



11.2 



38.2 



57.3 
43.8 



10729/B04 



0.1 



63.7 



-22.7 
-25.7 



I10729/B05 



-5.2 



50.6 



51.0 
61.1 



I10729/B06 



,10729/B07 



2.0 



-13.4 



56.9 
69.0 



-19.2 



-33.2 



58.2 



10729/B08 



-14.7 



53.2 



-13.6 
-6.4 



66.0 
47.2 



10729/B09 



-16.0 



51.6 



I10729/B10 



10729/B11 



I10729/C02 



-0.7 



7.8 



6.0 



68.3 



18.8 



16.9 



-13.9 



4.2 



9.1 
13.7 



32.6 



36.6 



18.2 



I10729/C03 



11.0 



25,7 



13.5 
20.7 



M0729/C04 



I10729/C05 



I10729/C06 



-2.5 



5.8 



3.8 



35.9 



21.8 



38.2 



4.2 



-5.6 



3.1 
-1.8 



15.5 



15.2 
58.4 



10729/C07 



10729/C08 



1 10729/C09 



PT0729/C10 



110729/C11 



-22.4 



-20.3 



-26.4 



2.5 



10.4 



33.2 



45.7 



35.9 



-13.6 



-34.8 



3.5 
-17.4 



55.7 



60.4 



15.8 
41.3 
31.7 



I10729/D02 



10729/D03 



10729/D04 



[10729/D05 



12.2 



15.3 



-5.7 



2.2 



5.7 



15.5 



18.8 



22.1 



15.6 



14.1 
-12.8 



2.3 



22.6 



33.1 
28.1 
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10729/D06 
10729/D07 
10729/D08 
10729/D09 
10729/010 
10729/D11 
10729/E02 
10729/E03 
"10729/E04 
0729/E05 • 



0.2 
-15.3 
-26.2 
-9.6 
4.1 
-2.0 
26.6 
6.9 
9.7 
46.8 



45.7 
21.4 
10.3 
22.1 
11.3 
19.2 
8.0 
20.1 
19.5 
12.6 



2.7 
-20.0 
-21.1 
-12.1 
-11.3 
0.1 
28.4 
29.2 
26.5 
29.9 
24.7 



30.2 
25.5 
27.6 
34.8 
36.1 
18.8 
11.7 
27.5 
9.8 
13.4 



10729/E06 



0729/E07 



0729/E08 



12.1 



4.1 



10.9 



43.7 



26.7 



40.1 
29.6 



29.6 
11.0 



-0.7 
21.6 



73.7 



10729/E09 



10729/E10 



10729/E11 



10729/F02 



10729/F03 



6.9 



5.7 



70.9 



18.9 



30.0 



50.3 



25.7 



-14.0 
10.6 



-11.7 



11.8 



22.4 



20.1 



33.7 



85.0 



7.5 



50.8 



19.5 



27.8 



10729/F04 



10729/F05 



10729/F06 



10729/F07 



10729/F08 



10729/F09 



10729/F10 



10729/F11 



10729/G02 



10729/G03 



10729/G04 



10729/G05 



10729/G06 



10729/G07 



10729/G08 



10729/G09 



10729/G10 



10729/G11 



10730/A02 



10730/A03 



10730/A04 



10730/A05 



10730/A06 



10730/A07 



10730/A08 



10730/A09 



10730/A10 



16.0 



15.4 



36.4 



-5.8 



-3.4 



-2.6 



20.0 



-1.5 



18.8 



10.4 



12.2 



8.7 



10.9 



-2.5 



-1.0 



-3.3 



-9.1 



-0.5 



-3.7 



-3.2 



-9.9 



-10.8 



-7.0 



-18.9 



-2.9 



1.9 
0.5 



13.3 



-4.8 



15.9 



6.7 



10.3 



13.3 



58.5 



25.4 



-4.8 



14.6 



52.9 



4.4 



15.2 



-0.8 



6.0 



20.8 



60.1 



23.4 
27.5 



34.4 



37.2 



18.6 



6.7 



10.4 



10.4 



1.1 



56.1 



25.4 



31.5 



29.6 



6.1 



0.8 



8.8 



15.2 



7.2 



16.7 



13.7 



1.6 



9.9 



11.8 



14.4 



0.8 



1.9 



-13.2 



3.8 



-23.1 



•11.2 
-5.1 



•2.8 
6.3 



-23.9 



-6.0 



-4.7 



1.0 



44.9 



33.8 



44.3 



37.3 
44.6 



38.2 
39.0 



15.2 



31.3 



20.1 



18.2 



22.6 
26.0 



38.2 



39.9 



49.6 



26.7 
15.4 



39.5 



62.3 
70.6 



42.7 



61.0 



55.4 



69.0 



69.5 



68.7 
91.0 



10730/A11 



10730/B02 



10730/B03 



6.8 



5.0 



-0.5 



56.4 



10.4 



46.8 
36.5 



-6.4 
5.4 



17.3 
7.2 



66.3 



78.3 
73.2 



10730/B04 



12.8 



10730/B05 



-0.5 



8.5 
25.0 



-2.9 
7.6 



10730/B06 



2.4 



71.3 
63.1 



10730/B07 



10730/B08 



0.6 



4.4 



9.4 



57.1 
48.4 



14.2 



2.4 
0.2 



15.1 



91.8 
70.6 
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n 
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A.y 


17 Q 
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10731/D05 
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46 0 


92.7 


10731/D06 


16.1 


ZO.Z 
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59.7 


10731/D07 .... 
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9R Q 

zo.y 


9 7 


45.9 


10731/D08 


25.8 


1 O.O 


-8 7 


44.2 


10731/D09 


6.1 


19 fi 

! I Z.O 


-9 0 


23.9 


10731/D10 


13.0 


ir ft 

I O.O 


9.9 


21.1 


10731/D11 


15.2 


41 fi 


8.4 


56.6 


10731/E02 


11.2 


7 9 


13.7 


49.1 


10731/E03 


A A 

-1.4 


10 4 


15.6 


20.7 


10731/E04 


23. o 


13 6 


30.8 


55.6 


10731/E05 


7.0 


17 7 


27.0 


82.2 


10731/E06 


" or 
Z.O 


1 10 4 


-12.0 


37.7 


10731/E07 


i"*) ft 


38.4 


3.7 


45.9 


10731/E08 


lU.O 


40 1 


8.9 


. 59.0 


10731/E09 


52.5 


17.2 


23.2 


27.0 


10731/E10 


33.1 


25.1 


21.7 


35.5 


10731/E11 


17.9 


26.4 


27.9 


60.7 


10731/F02 


11.1 


17.7 


14.1 


47.5 


10731/F03 


7.9 


8.4 


11.8 


40.6 


10731/F04 


24.5 


5.0 


3.2 


I 17.0 


10731/F05 


17.6 


19.5 


20.3 


j 84.4 


10731/F06 


2.2 


7.2 


-23.4 


20.9 


10731/F07 


13.3 


37.7 


1.3 


~ 34.7 
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10731/F08 

10731/F09 

10731/F10 

1Q731/F11 

10731/G02 

10731/G03 

10731/G04 

1Q731/G05 

10731/G06 
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2.3 

11.0 

19.7 

16.8 

12.9 

14.5 

17.5 

10.8 

31.6 



18.2 



13.3 



7.1 
-0.7 
7.9 
42.3 
4.7 
7.7 
7.1 
18.5 
2.3 
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8.9 



4.1 
15.6 
28.4 
20.3 
-10.1 
6.5 
0.3 
8.0 
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40.8 



-13.9 
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23.5 

20.5 

48.1 
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-3.8 



53.7 
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26.1 
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10732/B05 
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16.9 
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79.5 
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10732/B10 
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0.6 



18.4 
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69.2 



51.5 
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9.0 



9.3 



70.9 
7.3 



73.7 
40.1 



10732/C02 
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-6.5 
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21.6 
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-43.2 
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-28.6 
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17.9 



26.5 
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1.6 



54.5 
37.9 



10732/C09 
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-3.9 



15.4 
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31.9 
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-5.0 
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24.6 
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•24.9 
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10732/D10 
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-16.6 
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10734/A03 


10.1 


18.5 


22.3 


87.8 


10734/A04 


0.6 


11.4 


11.7 


68.0 


10734/A05 


9.1 


22.6 


2.9 


69.9 


10734/A06 


-6.4 


-6.4 


-9.9 


46.9 


10734/A07 


-9.4 


15.2 


21.9 


89.3 


10734/A08 


0.1 


6.8 


9.1 


71.5 


10734/A09 


-7.9 


27.3 


-9.5 


88.4 
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\\Jf OH/ r\ iu 


4.4 


27.8 


26.3 


55.4 




6.3 


12.5 ! 


5.5 


51.9 


iU# OH/ DUX 


8.5 


-8.9 


-2.9 


61.9 




21.7 


45.1 


13.0 


90.1 


1 n77/i/R04 


2.8 


38.7 


14.4 


88.4 


1 n7**Z/RP!*S 

1 U i Jn/DU3 


-2.3 


17.8 


56.3 


67.8 


TOY OH/ DUO 


-0.9 


54.0 


0.2 


91.2 


JUV04/DUf 


9.1 


65.5 


18.8 


93.2 


1Q7o4/oUo 


-0 5 


19.3 ] 


-2.4 


56.1 


10734/oUy 


-39 3 

Wfc. W 


34.9 


12.6 


94.3 


10734/B1U 


15 7 
I o. # 


60.7 


7.7 


82.6 


10734/Bn 


19 R 


50.9 


-5.5 


83.6 


10734/C02 


-o.y 


-fi 7 


36.0 


78.6 


1 0734/C03 


-o.o 


HO.O 


24 S 


88 2 

w w . . 


10734/C04 


*k7 R 
-0 / .D 


38 1 


24.5 


90.7 


10734/C05 


-1 u.o 


9 3 


3.8 


52.7 


10734/OOb 


-1 7 


18.4 


-0.2 


48.3 


10734/C07 


-Ai.f \ 


41 0 


32.0 


96.8 


10734/COo 


1A 9 


35 1 


5.5 


93.2 


10734/C09 


1*3 
-lO.O 


36.2 


11.3 


88.6 


10734/C10 




94 4 


17 4 


11.6 


10734/C11 


O.o 


1A 0 


9 1 


23 9 

Am%J* W 


10734/D02 




c 9 


6 4 


46.0 


10734/D03 


17.4 




94 1 


78.6 


10734/D04 


O.l 


-10 7 

— 1 w. f 


13.5 


46.9 


10734/DOo 


Z.H 


-9.6 


8:2 


55.0 


10734/DOo 


n n 
u.u 


1.3 


• -9.1 


30.6 


10734/U07 




51.1 


28.1 


92.0 


1U/o4/UUo 




-13.7 


2.0 


49.8 


lu/o4/uuy 


-116 

"U.O 


21.0. • 


42.2 


88.0 


1U/04/U1U 


11 1 


-4.4 


9.9 


20.6 


h r\7i/i /r\i 1 

lu/ 04/ LM 1 


Q A 

w« w 


14.6 


17.0 


33.9 


1U/o4/fcU^ 


7 9 


-10.8 


50.1 


66.9 


lU / 04/CU0 


9fi 9 


55.0 


27.2 


99.3 


1 U / 04/ CUH 


10 7 


-7.8 


26.7 


88.9 


lU / 04/tU0 


10 6 


7.9 


17.9 


63.6 


1U/04/CUO 


98 4 


6.3 


13.5 


50.6 


1 U / wH/CU f 


27 9 


82.4 


8.2 


100.8 


1 U / OH/ LUO 


26.6 


24.2 


13.0 


89.1 


1 U / OH/ Cvw 


8.0 


73.0 


1.1 


96.2 


I U 1 OH/ u. 1 w 


18.5 


-5.0 


29.8 


27.9 


m7^4/F1 1 

lu / OH/ L- 1 1 


19.2 


-8.0 


16.1 


67.1 


107^4/F09 

1 U / OH/ l V^. 


6.2 


0.7 


. 10.4 


55.0 


10714/F03 


4.2 


24.8 


-24.1 


86.8 


10734/F04 

IUl W*T/ I W*T 


-2.6 


3.9 


25.0 


76.5 


10734/F05 


9.8 


-15.6 


-1.1 


73.8 


10734/F06 


11.0 


-17.1 


-21.4 


64.2 


10734/F07 


6.6 


33.7 


-5.1 


95.7 


10734/F08 • 


4.8 


-23.6 


-6.0 


66.3 


10734/F09 


-3.7 


3.1 


-17.4 


93.9 


10734/F10 


14.8 


-8.3 


25.8 


44.8 


10734/F11 


13.3 


-15.6 


16.1 


47.3 


10734/G02 


1.5 


3.4 


14.8 


63.6 


10734/G03 


18.7 


82.8 


-3.8 


93.4 




Table 14 
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10734/G04 


-1.1 


62.9 


16.1 


72.1 


10734/G05 


7.4 


-0.3 


2.9 


57.7 


10734/G06 


16.5 


12.5 


-18.8 


43.1 


10734/G07 


21.9 


51.1 


-25.0 


96.6 


10734/G08 


11.6 


33.7 


0.2 


82.2 


10734/G09 


8.5 


21.4 


-7.7 


84.7 


10734/G10 


10.8 


3.8 


9.9 


19.3 


10734/G11 


8.7 


4.1 


-25.4 


20.2 



